. DESCRI PTI ON BODY WEI GHT GAI N | NHI Bl TOR TECHNI CAL FI ELD The present

invention relates to a body weight gain s inhibitor, particularly an

i nhi bitor of body weight gain induced by a PPAR(err) agonist-Ilike

- substance, which is useful for the treatnent of diabetes and the I|ike.

" BACKGROUND ART In view of the fact t ) obese due to body 10 wei ght
gain is not only undesirable for cosﬁ@%dgiéggﬁﬁs but al so poses a greater

risk for health that |eads topbb¥ewRtogh® cARY atrsirorses such as di abetes,

hypertensi on, hyperlipidema and the |Iike; su reSS|on of body weight gain

is considered to be inportant for TECHNLCA LBnci dence of I|fe style

related is diseasgg, JWid< SURRK %%ibﬁ”rgg gegytmagﬂﬁdg%@ ﬁﬁﬁ

requires sufficient éxercise and bal ance | etar ese one are

pract|cablylmhmbﬁﬁaxmEpﬁrtxruiankﬁuamlmahg@ahoan@ﬁ asdythelghtugannn st ands,

a nethod of  a rlate controlling tE body wei ght, j s not eas to find.
20 On the ot PYRPLGET A16F PRPFEARSS sufth Tl n 4% for
life-style g aﬁﬂhﬂﬁe&ﬁﬁﬁ‘cﬁs Eutetas dindbeheslikgpertension, hyperlipidenia

and the |like often causes aggravation of the illness. Since body wei ght
gain is caused not only by way of BMJERIBP ARF ood but al so sometines by

the adri ni strati o, of; 45 ehapeUbECLRUENbSLALnY T EBeSL YAS: ) alagl di seases,

suppressi on of body wei g ht gain of patients 1s also S|gn i cant for the
treat nento ofeighte-gaAil el elcat @ahld'l smgsedrsbik ésrdcabmaug: régpens emst on,

Loogni ed TS FEGR PEAIA Gt PnaPRpBEELE aBAE s Faf°cl BbEt RS TETLE

trogli tazornﬁelapﬁéwldﬁm SRl glsi Haabaeest, Ch),pbavenales’J?AR&’yp@ﬁDrpﬁdémla
activity (e.qg., Journal of Pharnacolo% and Experinmental Therapeutics, 284,
751- 759 (19?53'9 e likgie suppLession ot body weight gain is considered to

be important for reducing the incidence of life-style related

15 diseases. While suppression of body weight gain naturally
requires sufficient exercise and balanced dietary habits, these
alone are practically insufficient to achieve the goal and, as
the situation stands, a method of appropriately controlling the
body weight is not easy to find.

20 On the other hand, body weight gain of patients suffering
from life-style related diseases such as diabetes, hypertension,
hyperlipidemia and the like often causes aggravation of the
illness. Since body weight gain is caused not only by way of
ingestion of food but also sometimes by the administration of

25 therapeutic agents for life-style related diseases, suppression
of body weight gain of patients is also significant for the
treatment of life-style related diseases such as diabetes,
hypertension, hyperlipidemia and the like.

It has been known that insulin sensitizers recognized as

30 highly superior therapeutic agents for diabetes (e.g.,
troglitazone, pioglitazone, rosiglitazone etc.) have a PPARy
agonistic activity (e.g., Journal of Pharmacology and
Experimental Therapeutics, 284, 751-759 (1998)). While these
pharmaceutical agents are effective for the treatment of

35 diabetes, some of them have been found to increase body weights



pharmaceutical agents are effective for the treatnent of 35 di abetes, sone
- of them have been found to increase body weights 1 of patients after their
adm nistration (WD 93/03724, D abetes, 47, suppl. 1, Al18, No. 69, 1998)
Such drug-induced body weight gain is one of the effects desired to be

" avoi ded as ch__as _possiple for.patients with dia IS, IS .because 5
obesity cauf spﬁab?ﬁgﬁt?% er{%‘?Ja%e?%gl.mFsoﬁr %%I&E%/Q@%léﬁ%e%sA
2001-3162964andstpplli ke AUgscrd besd hato e )compadhd diay-ngdaBeangbayensin | |

antagonistic _activity shows a superior_ther acg%u_ti c effect for circulatory
di seases anyStfBt| gReED LfcPRasChyHes g T et 1R feasveided gy preh

renal di seaggspogkiBidossteposisneddiifie didierdd afdikt i @npedBybe9- 323940
descri bes that™ a pharnmaceutical agent conprising a conpound having an

angi ot ensi nobesahy aganses i eggravdviey oh dighstesti on with a conpound havi ng

an insulin sensitizing activi a i ke _can rkedl ecrea the, 15
dose of each acti%/%ri% Fe gi%’n#%& cr;)g_rrztg;i%ggl’ ?Pt—%ezggééggﬁérggo?ngugga 2%“3
singl e agendeswhibd that Ud Ncompolitd NeasiendXdil eas)ivtemfinsirde aathegehs sasc
conpared to the use of the active ingredients as single agents, _.and can be
advant ageoudf{ivisey SRows & HRALRE i RIS affiscTadert CLEFUGEEPEYS

angi ot ensi Nyl ke 20 Fedh @t &gk di Si8aS &P I A dohs idh @ BHARRAK A¢kkEsas,
t herapeutic agent for arterial hypertension associated w th
arteri ostl esdspke orréyperdesAsas aartoumsdleacisds and the Like. JMmA

2001- 316296 ribes it {ch s .one qQf th Liclnutritiopal

di stur bance%&gj;gl%nt a;%)g?sédi:}slze%%@ o$es§rl%§sc%rl%€§u%d pﬁ%ﬁ%&%ﬁl&% (‘%gﬁgi n il
ant agoni st i comptiyiny.a Howy@Ind tHeveimpbln Galdiotededs 1at ahepgbhienithe
suppression of , body, wei ght, gain (particularly, body wei ght gain_induced by
a PPARy ag®RFsYity ki SERR-HHielOhy it SmsSmP@URs) HRy 129 2BndPstémBin | |

antagoni sti geReit¥iiNg dEERAPSFIEANE tHe I ¥andhagketsy WekeBhskl BREUI NG
obesity) is observed.

15 dose of each active ingredient as compared to the dose thereof
used as a single agent, which in turn can decrease expression
of side effects as compared to the use of the active
ingredients as single agents, and can be advantageously used as
a prophylactic or therapeutic agent for various angiotensin II-

20 mediated diseases, particularly, as a prophylactic or
therapeutic agent for arterial hypertension associated with
arteriosclerosis or hypertension as a complication and the like.

JP-A 2001-316296 describes obesity, which is one of the
metabolic/nutritional disturbances, as a target disease of a

25 compound having an angiotensin II antagonistic activity.
However, this publication does not report on the suppression of
body weight gain (particularly, body weight gain induced by a
PPARy agonist-like substance) by a compound having an
angiotensin II antagonistic activity, irrespective of whether

30 excess weight (including obesity) is observed.

OBJECT OF INVENTION
The present invention aims at providing a pharmaceutical
agent exhibiting a superior effect on the suppression of body
weight gain.

35 In addition, the present invention aims at providing such



OBJECT OF | NVENTI ON The present invention ains at providing a pharnaceuti cal
- agent exhibiting a superior effect on the suppression of body weight gain.
35 In addition, the present invention ains at providing such 2 a

pharmaceuti cal agent as does not increase body weights of patients even if

- a therapeutically effective PPAR(err),agoni sti.c substance is.adm ni stered
' Uhe Lt oaP rBRELBICT GhA A 1 1R i SRS e Ry "8 O PRVENTI O
The presenthpyveRt orsvdaver fa rﬁgeﬁwﬂmu&a FHRAUNE PPARYNGg8Ristic
angiotensin || antagonistic activity, a prodrug thereof or a Salt thereof
(hereinafteFugéﬁ%@?%e%St%ﬂmkﬁ%ﬁ?ﬁﬂ%a,%ﬂﬂﬁQ§n§£%9$W%§ta°fb§ﬁ68ﬁﬁ§sh39ﬂng an
angi ot ensi ng}j . logantagoni stic acyivity”) suppresses body wei ght gain, which
resulted in the conpletion of the present invention. Accordingly, the
present imvention relates to: SUMMARKoAF WBEgRENVENTEONnhi bitor conprising a

conmpound havi ng n angi otensin |1 antagoni stic_activit rodrug t hereof
or a 15 salt the %ﬁ,ég%ﬁn H&ViSRHOSt %ViciéfaFn§°P8dt§83§b§v89ﬂﬁﬁ?P%ned
(1), whereiRavihe HOdnyEdtEtsgaiIT eamagerieftire acedeiityg abpsblyug(3) the

i nhi bitor according to the above-nentjoned (1), wherein the body wei ght
gain i s obsER¢ERPT B PatdEntthfisrondsineinafiters s opreimsEi bPt BE 84EBLWI ng

to the abovgsroli P&H {3)a VRIRIUhd HhE iMRE S ¥inkd 0’88@¢hated with
di abetes, (5) the inhibitor according to the above-nentioned (4), further
conpri siig anPRPRyL sttfoniatyidvikey Yusirmres sies bodyi watliobl, geéh, t wbithhi bitor
cccord g (gl APone IRTIGREL Gy el By S3iLe ey e oL gain 15
t he above- nenti oretdr@)ingdi,Cithe present invention relates to:
(1) a body weight gain inhibitor comprising a compound having
an angiotensin II antagonistic activity, a prodrug thereof or a
15 salt thereof,
(2) the inhibitor according to the above-mentioned (1), wherein
the body weight gain occurs before reaching obesity,
(3) the inhibitor according to the above-mentioned (1), wherein
the body weight gain is observed in a patient with obesity,
20 (4) the inhibitor according to the above-mentioned (3), wherein
the obesity is associated with diabetes,
(5) the inhibitor according to the above-mentioned (4), further
comprising a PPARy agonist-like substance in combination,
(6) the inhibitor according to the above-mentioned (1), wherein
25 the body weight gain is induced by a PPARy agonist-like
substance,
(7) the inhibitor according to the above-mentioned (6), which
suppresses the body weight gain induced by a PPARy agonist-like
substance to not more than about 80%,
30 (8) the inhibitor according to the above-mentioned (1), wherein
the compound having an angiotensin II antagonistic activity is
a non-peptidic compound,
(9) the inhibitor according to the above-mentioned (1), wherein

the compound having an angiotensin II antagonistic activity has

35 an oxygen atom in a molecule,



suppresses the body wei ght gain induced by a PPARy agonist-like substance
to not nore than about 80% 30 (8) the inhibitor according to the
above-nmentioned (1), wherein the conpound having an angiotensin Il

antagoni stic activity is a non-peptidic compound, (9) the inhibitor

accordi ng tqﬂohetﬁgoyshm&benséc&}am&h@as eife ddw commounshhaving an
angiotensin Il antagonistic activity has 35 an oxygen atomin a nDIecuIe 3
(10) the inwheredn abeordinpgund héeinpove-amptéteresiy 1)I anryaglis tilve
conpound haV|n an._anpgi ot ens onj st i i vit S an t her, bond
or a carbonyF gv&ﬁﬁ H% a® nDFtEuF bonél 5 ?rﬁ?frﬁpiﬁt%foéhxéﬁ %?uﬁﬁé
above-nenti qned ¢hk, 15h\i&b&ltelrnabbGrdDﬁ@Oﬂdﬂdtlh@Vam@v@-ﬁnan@imémS(:In I
antagonistic activity is a conpound represented by the formula (I) Rl R2

(CH2) Ni vbryeip the ﬁﬁ%P%FﬂdFﬁ?H%%%t%% %P%ﬁQﬁﬁﬁﬁﬂﬂ(ﬂF(ﬁﬂ¥QQﬂQﬁ%%4canlon or
a group Vm'a@h@@@ybgscgnbf%ﬁgﬁinan}:é’pf@@ergfé&”:bmr&b £Ad10 M@n anion, 10
X denotes that the phenyl ene group and the phenyl group are bound dlrectly
or through a spacer having no nore than . of atomchains, n denotes 1 or 2,
a ring A denotes a benzene ring optio |y further having a substituent, R2
denotes a group which can fopm %P ani on & group which can be converted

into 15 the group\%gqﬂgyz AN i R3 denotes a hydrocarbon
resi due which mgy b nal viNa et€ro a

and which may have a
substituent, (R) th% i nhi bitor accordi ng TO the above-nentioned (1),
wherein the conpound

haV|ng an angiotensin Il antagonistic

/>‘R (1)

wherein R' denotes a group which can form an anion or a group

which can be converted into the group which can form an anion,

10 X denotes that the phenylene group and the phenyl group are
bound directly or through a spacer having no more than 2 of
atom chains, n denotes 1 or 2, a ring A denotes a benzene ring
optionally further having a substituent, R? denotes a group
which can form an anion or a group which can be converted into

15 the group which can form an anion, and R® denotes a hydrocarbon
residue which may be bound via a hetero atom and which may have
a substituent,
(12) the inhibitor according to the above-mentioned (1),
wherein the compound having an angiotensin II antagonistic

20 activity is 2-ethoxy-1-[[2'-(5-0ox0-2,5-dihydro-1,2,4-oxadiazol-
3-yl)biphenyl-4-yl]lmethyl]-1H-benzimidazole-7-carboxylic acid,
(13) the inhibitor according to the above-mentioned (1),
wherein the compound having an angiotensin II antagonistic
activity, or a salt thereof is Losartan, Losartan potassium,

25 Eprosartan, Candesartan cilexetil, Candesartan, Valsartan,
Telmisartan, Irbesartan, Olmesartan, Olmesartan medoxomil, or
Tasosartan,

(14) a method of inhibiting a body weight gain in a mammal,



20 activity is 2-ethoxy-1-[[2'-(5-0x0-2,5-di hydro-1, 2, 4- oxadi azol -
3-yl) bi phenyl -4-yl ] nmet hyl ] - 1H benzi m dazol e-7- carboxylic acid, (13) the
i nhi bitor according to the above-nentioned (1), wherein the conmpound having

an angiotensin Il antagonistic activity, or a salt thereof is Losartan,
- Losartan F’Ot@isdh“@o %i'é%%og%&%?st@%ﬂﬁzéﬁt ?Pf&&é%stéﬁl uSPNgesar L oung
Val sart an, el'm sartan, Trbesarfan, sartan, mesar t an nmedoxom 15, Or

Tasosart an, HaWding aretamod oaknisihi Bilt Engagohodyiveaghivigay p a nprodmnyal , 4
whi ch conpri eségﬁginistering n effe%tive anount . of a conpound having an
angi ot ensi n T1eTENa§dnts 5P CallryrPy, T FR6dPaT 2 thereof or a salt thereof

to the mamalLs)( Lk @¥e a0kompeARBOHAYiRgVhNTJaRGidPEhOL €NBT Nahtadt OO Sti C
5 activity, a prodrug thereof or_ a salt thereof for the roduction of a
body wei ght agdiiviitahi Bi Pspdragdthreepfker Fhaahhgrlerert ntey Bt agoni stic

acti vty inJbenprasgnte hopbRyenbighc! gatAN RAILIGPI nding of angiotensin
with an “angiotéensin | receptor-on a cell "nenbrane conpetitively or
non- conpet i tandelthe Cakeounds havi ng such an angiotensin Il antagonistic
activity are known to have an action to attenuate the strong
vasoconstrictive action and vascul ar snmooth nuscle is growth action induced

by angi otensin |l rhandnghibe¥haif BY Nt €dFon 0¥ty pastienisdy0nn AhORReERet
havi ng an angiotensin Il antagonistic activity used in the preset invention
may be pépt ildiVENdioRoASpéphiBLEind RENALRG NP LMRE SRESN BN oL ot T di ¢
conpound havy pt LSLECoRCLT NLTY WbHaSh i [ for
exanpl e, I%ﬁgqgﬁgﬁﬁégt?neggge%?éke?ab egéAs a cd%%%%n avfhgggﬁé'&}

angi ot ensi nnon-getpgtaitsvedyactGangounds daviagndulcdy iamg aagiotrpgen afomin

its nolecule_is preferable_and, inter . alia,_ a, conpound such _as conmpound
havi ng an eFﬁéFgBPﬁﬁgég SFtéVlty are known'to have 'an action to g%tenug%e

the strong vasoconstrictive action and vascular smooth muscle

15 growth action induced by angiotensin II, and alleviate symptoms
of hypertension.

A compound having an angiotensin II antagonistic activity
used in the preset invention may be peptidic or non-peptidic,
and a compound such as a non-peptidic compound having the

20 antagonistic activity which is advantageous in, for example,
long acting time is preferable. As a compound having the
angiotensin II antagonistic activity, a compound having an
oxygen atom in its molecule is preferable and, inter alia, a
compound such as a compound having an ether linkage or a

25 carbonyl group (the carbonyl group may form a hydroxyl group by
resonance) is preferable, a compound such as a compound having
an ether linkage or a ketone derivative is more preferable and,
inter alia, a compound such as an ether derivative is
preferable.

30 As a non-peptidic compound having angiotensin II
antagonistic activity, imidazole derivatives are disclosed in
JP-A 56-71073, JP-A 56-71074, JP-A 57-98270, JP-A 58-157768,
UsSp 4,355,040, USP 4,340,598 etc., improved imidazole
derivatives are disclosed in EP-253310, EP-291969, EP-324377,

35 EP-403158, W0-9100277, JP-A 63-23868, JP-A 1-117876 etc.,



25 carbonyl group (the carbonyl group may form a hydroxyl group by

- resonance) is preferable, a conpound such as a conpound having an ether

| i nkage or a ketone derivative is nore preferable and, inter alia, a
conmpound such as an et her derivative is preferable. 30 As a non-peptidic

- conpound hayvin ngi ot ensi nt.agoni s act V|t m | e der.iv ves
are discl osgﬁr?ﬂf IJFi)}Ar%%O% a&ﬁ% rhl()e 'ﬁﬁﬁ‘ egégf(fqoflg ih85b
58- 157768, s5UBR348865, @#0323§¥14-E¥KMG§K32H(UP AIﬂMZ&MﬂiUI@ﬂ%azole
derivatives are disclosed_ in EP-253310, EP-291969, EP-324377, 35 EP-403158,
VO 9100277, bepz imdasabegdenirat yve pre sistclosed iy USH & - 85018941 e ERnd
triazole debgmwesm@w@i ospLidiR, SHADAN, BE-124845, BB-409332
JP-A 1-287071 etc. benzi m dazol e derivative are disclosed in USP
4,880, 804, EB>26€)3@’Q<317 aRPLIO399Y 3 r PR OAGES38e FRiesed iEPERSGP3631JP- A 3
5 63264 etc, zain deri j ves. re di scl.os i P- 399 t
> 63264 ol curcfedposnEdes Al lyes e ioglosad 4y 65 399130 348" Bre
derivati vesqai ga o bthesdel iva ekl bib ditse-losedariimiBpe 4darredakitees are

di sclosed in EP—4303 0O etc., fused éL&ole derlvgtl % are disclosed in
EP- 434038 e¥@Pthile [JeThValrhees e dJéﬁ S8 d e FE - §ss&ci n EPS892473
etc. t hi enQpys: dooegdeldyetddL e %llcélcSL@s%‘aqui IEPEBG‘M@@G%t%t ¢c., and

heterocycllc conpounds are disclosed in EP-445811, EP-483683, EP- 518033,
EP- 52042®, Pyr588209ed gmedmivatives raermebeml@ts'asﬂe woﬁﬁoéﬁayaf ethe,above

compounds gﬁ%glgéﬁyggcg% o e il oAl of HRUhelnal (el ghskea(YOL: 39:ng

No. 3, pp 62 a non- pep 5%die compound ‘havi ng~angi ot ensi
antagonlst|neaer¢wy¢LQC|dbmphhﬂdsnaﬁa)dﬂsaLmb@deﬁnnEPeneds1¢onﬁ9u963683

described ipn_t i teratur npoun be used as | ong as
they are noft | ghﬁ$§?c‘?%ﬁ%5ﬁﬁﬁ% ﬁgb%ﬁﬁzﬁﬁe 5% gﬁéggﬁeﬁ§Fn I antagonistic
activity, |RéEFesdnatil@SadnburlddiRBE5Ihe OSIEt 2BmPoLASS! HFe EREEBAHEAN

( SK&F108566) ,
15 1in Journal of Medicinal Chemistry, (Vol.39, No.3, pp 625-656,

1996). As a non-peptidic compound having angioctensin II
antagonistic activity, in addition to the aforementioned
compounds described in the known literature, any compounds may
be used as long as they are non-peptidic compounds having the
20 angiotensin II antagonistic activity, inter alia, Losartan
(DuP753), Losartan potassium, Eprosartan (SK&F108566),
Candesartan cilexetil (TCV-116), Valsartan (CGP-48933),
Telmisartan (BIBR277), Irbesartan (SR47436), Tasosartan (ANA-
756), Olmesartan medoxomil and active metabolites thereof

25 (Candesartan, Olmesartan etc.) are preferably used.

In addition, as a non-peptidic compound having the
angiotensin II antagonistic activity, for example, a

benzimidazole derivative represented by the formula (I):



_ Candesartan cilexetil (TCV-116), Valsartan (CGP-48933), Telm sartan

- (BIBR277), Irbesartan (SR47436), Tasosartan (ANA 756), O nesartan nmedoxom |
and active netabolites thereof 25 (Candesartan, O nesartan etc.) are
preferably used. In addition, as a non-peptidic conmpound having the
"angiotensin Il antagonistic activity, for exagple, a benzim dazole
derivative represented by the formula (1): 6R 2 H2) n X R ki1X>-R N (~)
wherein Rl denotes a group which can forman aNion or a group which can be
converted into the group i ch can X denotes that a

phenyl ene group and azp Sro-o tly or via a spacer
havi ng no nore than @“of a oﬁ18hal integer of 1 or 2, a
ring A denotes a bert2ene ring optionally further having a substituent, R2
denotes a group whigh capforman anion or a group which can be converted
into the group wh rm an nlon, and R3 denotes a hydrocarbon 10
resi due whi ch may qubn nd tero atom and may have a substituent
(preferably hydrota(bop\r egydue ich may hav substituent and is bound
via an oxygen aton) ¢ It thereof is pref bly used. In the above
formula (1), exanples of a group which can 15 forman anion (a group having
a hydrogen @iere whithdeantbe al Gbetipt RHiak SaPr HdHN)amSarlon et Wleyrdohp a

car boxyl group, (2) a tetrazolyl group, (3) a trlfluoronethanesulfonlc acid
ami de ~ gr olh¥CiN Hmeﬁs)cor{"@rt@dpﬁmh@@cgaepe yhéah, cgB) farguprodptonaci d
group, and f.e 046 ) iC
optionally éq%stltute ete g%§§ﬁ‘% ngkﬁugngont ﬁ%ﬁ%@”??&@ﬂzaggmﬁg¥g of N
S or O 5 directly or via a spacer having no more than 2 of atom chains,

n denotes an integer of 1 or 2, a ring A denotes a benzene ring
optionally further having a substituent, R® denotes a group
which can form an anion or a group which can be converted into
the group which can form an anion, and R® denotes a hydrocarbon

10 residue which may be bound via a hetero atom and may have a
substituent (preferably hydrocarbon residue which may have a
substituent and is bound via an oxygen atom) or a salt thereof
is preferably used.

In the above formula (I), examples of a group which can

15 form an anion (a group having a hydrogen atom which can be
liberated as a proton) as R!' include (1) a carboxyl group, (2)
a tetrazolyl group, (3) a triflucromethanesulfonic acid amide
group (-NHSO,CF3), (4) a phosphoric acid group, (5) a sulfonic
acid group, and (6) 5 to 7-membered (preferably 5 to 6-

20 membered) monocyclic optionally substituted heterocyclic

residue containing 1 or 2 or more of N, S or O.

Examples of the “5 to 7-membered (preferably 5 to 6-
membered) monocyclic optionally substituted heterocyclic

25 residue containing 1 or 2 or more of N, S or O0” include



Exanples of the "5 to 7-nenbered (preferably 5 to 6- nenbered) nonocyclic

optionally substituted heterocyclic 25 residue containing 1 or 2 or nore of
N, Sor 0" include 7 N}-~ HN,,,ZHNgMN NNH gYNy zHZNHN{H ZZ N A
NN, NH=2g NggHZrrr- Z~ZHZZ9/NH gZ NNg HHO(Zr 0gy NH

“NH,NH HOZg OHZaZzZ,, NHNHII N Z gNHN, Nz H. r H I~q zN
rl NVNH e Ng N rd A~
—N jﬁ::N / ip_—%
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T oL T
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HH rrrdrr Ne~ " r~r NN, NZ N~ AANHHNC ~NH HHg g HNUNH HN g NH N
[l 11 ~g Zz z z etc. The bond between the heterocyclic residue represented
by Rl and the phenyl group to be bound with the heterocyclic residue

i ncl udes not only the aforenentioned carbon-carbon s binding but also

bi nding via one of a plurality of nitrogen atons when g in the above
formul a den S -NH- or e |ike, ForZexanp mhen Rl is represented by 9

HNNN.Z,s i cal Iy NON Z 1-NON Z NCNZ HNNI |
NZ HH., re pectlvely exa Ie of binding via a
nitrogen atoMﬂ%&ﬂdeZ /NH- N /QNN-J\ NZZHWZY H ZN
| N NN N

LrH Tt
(ol s S gl

H ' H ' '

> A
o 23, W »J

etc. The bond between the heterocyclic residue represented by
R' and the phenyl group to be bound with the heterocyclic
residue includes not only the aforementioned carbon-carbon

5 binding but also binding via one of a plurality of nitrogen
atoms when g in the above formula denotes —-NH- or the like.

For example, when R! is represented by



ZI le ZI

- -NH, -0- or - S(O,-, >=Z, >=Z' and >=Z" denote a carbonyl group, a
t hi ocarbonyl group or an optionally oxidized sulfur atom(e.g., S, S(O,
- S(0)2 etc.) (preferably carbonyl or thiocarbonyl group, io nore preferably

~ car bonyl

het erocyclic reS|
group or an -
t hi ocar bonyl )
the sane tine, pysuch oxadi azol one rlng, an oxadi azol othione ring or a
t hi adi azol one "™XXhg is p eferE&ﬁQﬁcﬁé$

denot ed
and, as
resi due

group)._and mdenotes an integer of 0, 10 1 or 2. As a

p as a proton donor and a carbonyl group, a
sul finyl group or 5 the like as a proton acceptor at

i

Saddi%ti dheL&8 R&ferocyclic resi due

by R may!Morma fused ring by binding with a cyclic substituent

a heterocyclic residue represented by RL, 5 io or 6-nenbered ring

is preferable, and 5-nmenbered ring residue is nore preferable. As

H 15 mher

[/ NZ ' /_ NN HHH 5 etc. In the above fornula, g denotes -CH2-,

ue represented by Rl, for exanple, a group having an -NH

a

eterocyclic resi epresent ed by a group ,jepresented by the fornmul a;
h | 2&?&\ d by R, iE db he f I

NiON

and mis as
oxadi azol - 3-
di hydr o-
5-oxo-1,

resi due
g=0 in

i denotes -0- or -5-, | dembtes >=0, >=S ON >=S5( 0O m

d above (int Na 2 5- dl{ﬁya 5- 0x0- 1, 2
, 255 dlhydgo 5-thioxq-1,2,4-0 édlzéle 3- ylﬂdﬁ

5-0 adpazolNe- 3-y. ang
2, 4- oxggit azol - 3-y
(R) h?i tautoners as d$fcribed belomw For exanple mﬂen Z=0 and

’ Y or VYN

respectively. Other examples of binding via a nitrogen atom

include
s— [\ 7 Z

N Z N N /__(
N H N

~

5 etc.
In the above formula, g denotes -CHz;-, -NH-, -0- or -
S(O}p—, >=Z, >=Z' and >=Z" denote a carbonyl group, a
thiocarbonyl group or an optionally oxidized sulfur atom (e.g.,
S, S(O), S(0O)2 etc.) (preferably carbonyl or thiocarbonyl group,

10 more preferably carbonyl group), and m denotes an integer of 0,

10

) is p erabl e. 26Q1 addltlon thehheterocycllc



11 -NHN\ /g three tautoners of a', b' and c' are 11l present as descri bed
by: z NNNH NO, HNONYO YYOHOO a b'" C and a heterocyclic residue
represented by: N HNY9 Z includes all of the aforenmentioned a', b' and c'.
5 A group which may forman anion as RL nmay be protected wth a | ower
(C1-4)al kyl ;ggpup or an acyl group (e.g., lower (C2-5)alkanoyl, benzoyl
etc.), each group optionally being substituted at a substitut abI e position.
Exanpl es of an opis analdtemsuhstliitaitred ildmee repCeséhakkly by RO, gfcsnupexamj]mie

1) a lower (Cl- rou tionall substjjfuted with 1

Gt bups. opt| BHEFPY XeT 1S 18R GJOR- SRR "o b - b SE RGP BER5PR RORBF
(C1_4) al koxidehCecatollyl gr@ifyla dHidqhemdriat ou- &ETshQﬂB?llZ Yloup or
p-nitrobenzyl etc.), (2) a lower (Cl1_4) al koxy |l ower (Cl_4) a group
(e.g., 15 ﬁo&sylﬁ%téwla M%@(yrﬁﬁmt% @Y thengams fém@r o&HCheﬁﬁeéént ed 12

by the forpH%rangﬁgﬁﬁ%e %H%dlé%%f&%ﬂ%&ﬁ% QQth%qrgg%ﬂladﬁg%oﬁon%

straight o [ ower Al ky group having a carb
(e.g., net hyingeimyprefﬁmb)bgll Insepgdapybn,na batgkocysbbatyésidudutyl,
n- pentyl, or branched | over

al kenyl gro ?) ent%(n%y B’o orﬁt%b@s%?( gl?g §§’{)$b?§}n% Farol o%lcli%/cfhgcr oup

havi ng a cagl®#tituent and, as a heterocyclic residue represented by R!, 5
10 or 6-membered ring residue is preferable, and 5-membered ring
residue is more preferable.
As a heterocyclic residue represented by R', a group

represented by the formula;

N—i

— ]
N—]
H

15 wherein i denotes -0- or -S-, j denotes >=0, >=S or >=S(0)n,
and m is as defined above (inter alia, 2,5-dihydro-5-oxo-1,2,4-
oxadiazol-3-yl, 2,5-dihydro-5-thioxo-1,2,4-oxadizole~3-yl, 2,5-
dihydro-5-ox0-1,2,4-thiadiazole-3~yl, among them, 2,5-dihydro-
5-oxo-1,2,4-oxadiazol-3-yl) is preferable.

20 In addition, the heterocyclic residue (R') has tautomers

as described below. For example, when Z=0 and g=0 in

11



nunber of 3 to 8 (e.g., cyclopentyl, cyclohexyl, cycloheptyl etc.) and RS
denotes (a) a straight or branched Iomer al kyl group having a carbon nunber
of 1to 6 (e.g., nmethyl, ethyl, n io propyl, isopropyl, n-butyl, isobutyl,
sec-butyl, t-butyl, n- pentyl, isopentyl, neopentyl etc.), (b) a straight or
branched |ower al kenyl group having a carbon nunber of 2 to 6, (c) a |ower

al kyl group I ng a carbon nunber of 1 to 3 substituted wth a cycloal kyl
group havin carbon nunmber of 3 to 8 (e.g., 15 cyclopentyl, cycl ohexyl,
cycl oheptyl etq: an optionally substituted aryl group (e.g., phenyl or

napht hyl grou optilonal Iy having hal ogen atom nitro, |ower (Cl-4)alkyl,

| ower (C1- 4HN koxy. gtc.) (e.g., benzyl, p-chlorobenzyl, phenethyl,

cycl opent yl net hyhe” cycl oheidaeretantongrs 1of &) &1 Al &Ryl 20 group
having a carbon npunber of,2.40,3 ggﬂggégfggga\g§l1 cycl oal kyl having a

car bon nunber of to 8 or an optionally substituted aryl group (e.g.,
phenyl or naphth group optionally having hal ogen atom nitro, |ower
(C1l-4)al kyl, Iower (Cl-4)al koxy etc.) (e.g., groups having an al kenyl part
such as 25 vinyl, propenyl, allyl, isopropenyl etc. such as cinnanyl etc.),

(e) an optionally substituted aryl graup (e.g., phenyl napht hyl group
optionally Cgmkﬁé hal ogen atom ni

, lower (Cl_4) kyl, lower (Cl_4)

al koxy etc. rSugh as phenyl, p-tol%l,\ naphthyl etc.)’, aN§1raight or
branched | ower y group 30 havi ng—a—bar bon nunber of/ 1 6 (e.qg.,
met hoxy, et hox oXy, -butoxy, |s utoxy sec- but oxy,

., n- \propoxy, |sop3§
t - but oxy, n-

Y, ﬁﬁyl ne a straight or
branched | ower enyl oxy  group haV|E§ﬂépéarbo nunber E?U%g to 8 (e.qg.,
al lyl oxy, isobute onxy etc.), (h) a cycl oal kyl oxy 35 group having a carbon
nunber of 3 to 3&$ﬁ , cyclopentyloxyg 13 cycl ohexyl oxy() cycl oheptyl oxy
etc.), (i) alo alkoxy group haV|ng a carbon nunber of 1 to 3
substituted with cycl oal kyl having a carbon nunber of 3 to 8 (e.g.,
cycl opentyl, cyclghexyl, b’ c'

14

and a heterocyclic residue represented by:

includes all of the aforementioned a’, b’ and c’.

5 A group which may form an anion as R! may be protected
with a lower (C;-4)alkyl group or an acyl group (e.g., lower
(Cz-5) alkanoyl, benzoyl etc.), each group optionally being
substituted at a substitutable position.

Examples of an optionally substituted lower (C;-;)alkyl

10 group include (1) a lower (Ci—4)alkyl group optionally
substituted with 1 to 3 phenyl groups optionally having halogen
atom, nitro, lower (Ci-q)alkyl, lower (C;-4)alkoxy etc. (e.g.,
methyl, triphenylmethyl, p-methoxybenzyl, p-nitrobenzyl etc.),
(2) a lower (Ci-s)alkoxy-lower (C;-4)alkyl group (e.g.,

15 methoxymethyl, ethoxymethyl etc.), and (3) a group represented

12



cycl oheptyl etc.) or an optionally substituted aryl group (e.g., 5 phenyl or
group optionally having hal ogen atom nitro, lower (Cl_4) alkyl,
| ower (Cl_4) al koxy etc.) (e.g., groups having an al koxy part such as

- napht hyl

. met hoxy,

et hoxy, n-propoxy, isopropoxy etc. such as benzyl oxy,

B Kenyl by Gombensorny e Tohchra U nsarcke T Ro et | el i acli

cycl oal kyl

hayi ags&ratghbosrnupbechéd Boweér S8alleyD.grays|peiiy/la wtlophexyl ,

cycl oheptyl etc.) or an optionally substjtuted aryl group (e.g., phenyl or

napht hyl gr 8485t Pénal £§ Raleng- haPebRy! at ¥y hi tH P TORGwerl JRBEPY Lal Ryl |

lower (Cl_4),,alHoxXys8bGty1( ec-Butyl 9 QUBSH ARV | N hserddy 1B ket 1pakde .guch

as vinyl

oxy, propenyloxy, ally

oxy, isopropenyloxy etc. such as ci nnanyl oxy

etc.) or fk)(cana eprréghrl 9grshbesr¢ched ebowey| abkenibgrque diavisigegorprbon
ht h ' hayi hal itro, | kyl ,
over (1 aplBeBRbEePotols REL 18y nd SREToEHREL oA o hchiorll Y

etc.)].

| n addbkironf a goo8p(ahgch cmyldmemtal, anyaolasxyR], repelohapeyva

substituent such as ansoptionally substityted | ower (C 4) al kyl _group
(exanpl es t R&Fedf aPﬂcB?Jdgertorﬁ?%a : '_aoﬁtqr&"rgﬁi or\é\%ﬁ?&‘F%ﬁ?e&l°Y’8ﬁe?lgyf
(Cl1-4)al kyl o@68HPha@8nghat c&x8oR| himSsk a5t 8 22 W OfLd | NehedRMP @hylihen-
af orementi oned group ich can forman anion as Rl), hal ogen atom "nitro,
cyano, | eePrepYl4) abRprypyl ane-ltnb, okt l y saddutvit.edWutlyll no 2

o o O pRHRLEY {8l f, SHDSILIW ANLE A0S B0 Jo AR N p2nd

protecting

roup suc af or'enent’1 oned "opt stii

(C1-4) al kyl lgwenpaakenatydroupupaing.a dawien ftdeh) alfka@napl 6,bdrzowl
etc.). In the afor tioned forpula, a group which ¢ e _converted into a
G oub’ whi ch LCHAES BERY ArBERIS P TELHH G T Pty Goge FoatoRPURECRIEEN be
li berated agi@hpaotpBloaBkRl FEYup iy W UHrBYH Gt e 0rvest gd Nto a
group which can form 14

15 cyclopentyl, cyclohexyl, cycloheptyl etc.) or an optionally
substituted aryl group (e.g., phenyl or naphthyl group

Fower

optionally having halogen atom, nitro, lower (C;_4)alkyl, lower

(Ci-4) alkoxy etc.) (e.g., benzyl, p-chlorobenzyl, phenethyl,

cyclopentylmethyl, cyclohexylmethyl etc.), (d) a lower alkenyl

20 group having a carbon number of 2 to 3 substituted with
cycloalkyl having a carbon number of 3 to 8 or an optionally

substituted aryl group (e.g., phenyl or naphthyl group

optionally having halogen atom, nitro, lower (C;_4)alkyl, lower

(Ci-4) alkoxy etc.) (e.g., groups having an alkenyl part such as

25 vinyl, propenyl, allyl, isopropenyl etc. such as cinnamyl etc.),

(e) an optionally substituted aryl group (e.g., phenyl or
naphthyl group optionally having halogen atom, nitro, lower
(Ci-q4) alkyl, lower (C;-4)alkoxy etc. such as phenyl, p-tolyl,

naphthyl etc.), (f) a straight or branched lower alkoxy group

30 having a carbon number of 1 to 6 (e.g., methoxy, ethoxy, n-

propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, t-butoxy,

n-pentyloxy, isopentyloxy, neopentyloxy etc.), (g) a straight
or branched lower alkenyloxy group having a carbon number of 2
to 8 (e.g., allyloxy, isobutenyloxy etc.), (h) a cycloalkyloxy

35 group having a carbon number of 3 to 8 (e.g., cyclopentyloxy

13
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an anion under the biological, that is, physiological conditions (e.g., a
- reaction in a living body such as oxidation, reduction or hydrolysis by an
enzyme in a living body) (so- called prodrug), or may be a group which can
be converted into 5 a group mhich can forn1an ani on represented by Rl by a

- chem cal reaciion o-calle tic i erne I, ) h as.c ano
N-hydroxyca?%%$ﬁ$ﬁ§é)?x%ﬁ(ﬁﬁf¥° %fﬁ? q ?1% éogérbo§§P gggon (2)
a tetrazol yha@i®ypa da¥bch trfdrrfﬂdlordmﬂt h:@l’lasu;bmmlﬁzutédl dian dgcybalpyl

(- NHSQ2CF3), (4) a phosphoric aCIderoup, io a sulfonic acid group, and
(6) an optl%ﬁ%}m? 3 ARsthrurerksy 9 2 ﬁ§hﬁeﬂ@dg(pr@VEﬂSBF?tBlorCBCHQHBEY%d)

nonocyclic 1 Gtd §SIAUG L PRINANT y1 sPbs?i@LtERI §
each bei ng 8%#%%%%%@% mﬂihqan optlgﬁgllyaSugéfltStéd Iowerr? 1B%?§?ky? gr oup

or acyl gr a@ipenyLB s IRphtdwrlb@adup toetigrelllly beving- daﬂnyaea gtokoe-niprd,

di I 3 tetr I I te
ggﬁlgﬁgfly §% S{ { @&ﬁﬁé%é %' éo 4yg&%ognaekg hg%es ?p%L%yInEYh?$
met hoxynet hym , arkdxyqp&ﬁﬂnéucnnamemhamwh@nz¢hhoxp-nan@bpazyl £E6proptx@n

acyl group (e.qg. g | ower (C2 al kangyl , 20 benzoyl r ano, or
N—hydroxyca??ﬁnn Foys Qen ry PhEngthy 1 P§Ypr€V€ SBﬁétﬁgﬂet PX%r alia,
cyano is prgf %?Iﬁéﬂﬁoxﬂ %tkh@ ahgveafqewu&aalxeﬁymekﬁsgksaﬁ R& 86N
phenyl ene group and phenyl "group are bound directly or via no nore than 2

of atom@haﬁa@qrprrém%tbqu i rtect3 I@‘um‘tn@ytaddmab GYGbgeékyQShmwg\ga no
more than Z.ofy 4t om.Gh3l RF ARy @ V(i%!s.s 89@;8@359?51 gglé ”ber of

at ons constlﬁd%lng a stralight part he spacer
may have a yddeshsysiyl etSpQCDEIQaIbptlbﬁﬂ&ﬂy(éﬁbéiatkyédneryh ghmmm t@eg ,

nunber of atons cons [ stra|
"N 5o ati S ramithy LRt SellbaRily havhaS! pRlodsh HtoTeri thibu.
In the abovifey nodla,,) arlkgqnou@&e@n (e, eaekoRy dtel) 2(e (P! i@y Havidd the

above formula, a ring A denotes a benzene ring
15 an alkenyloxy part such as vinyloxy, propenyloxy, allyloxy,
isopropenyloxy etc. such as cinnamyloxy etc.) or (k) an
optionally substituted aryloxy group (e.g., phenoxy or
naphthoxy group optionally having halogen atom, nitro, lower
(Ci-4) @alkyl, lower (C;_4)alkoxy etc. such as phenoxy, p-
20 nitrophenoxy, naphthoxy etc.)].

In addition, a group which may form an anion as R! may
have a substituent such as an optionally substituted lower (Ci-
s)alkyl group (examples thereof include the same “optionally
substituted lower (Ci;-4)alkyl group” as that exemplified as a

25 protecting group for the aforementioned group which can form an
anion as R!), halogen atom, nitro, cyano, lower (C;.4)alkoxy,
and amino optionally substituted with 1 to 2 lower (C:-
s)alkyl(s), at a substitutable position, in addition to a
protecting group such as the aforementioned optionally

30 substituted lower (Ci-4)alkyl group and acyl group (e.g., lower
(Cz-s) alkanoyl, benzoyl etc.).

In the aforementioned formula, a group which can be
converted into a group which can form an anion (a group having
a hydrogen atom which can be liberated as a proton) as R? may

35 be a group which can be converted into a group which can form

14



optionally further having an substituent in addition to a 35 substituent

- R2, and exanples of the substituent include (1) 15 halogen (e.g., F, d, Br
etc.), (2) cyano, (3) nitro, (4) optionally substituted |ower (Cl-4)alkyl,
(5) lower (Cl_4)alkoxy, (6) optionally substituted am no group (e.g.,

" am no, N"OQ%F Flg% ﬂ%g@&k¥h@nb981§818aljn@%? f?;ﬂ@hfgfbﬁogféffd"lomer(cn'

5 4)al kyl amno |l am no~etc no (e.g phenyl am no
etc.), aI|cwohdatannao(éegg,,annephbiono;n @ipEVanrbpdanunhuasupxldatlon

N- phenyl pi perazi nq etc. rou represe th nula
"D [ hherstfiebiofeks b¥uEo kshEted) 8 SHBAEPLR oot S AT whi ch

the al kyl paalllkd peypdeeg$ybsti muyeﬂe\/\at@rdmyplr@méhgrfmmeI@mrerted 1nto

(C1_4) al koxy | ower (C2- 6)alkanoyloxg acet oxy |vqloyloxy etc.

| over (Ci- @)QFQH?yUQFSBn?PBX§°E@ 8-, ﬂ%?%o&?%%ﬁ%ﬁﬂ@? %%’ ePHoﬁyEQFH&ﬁ?Foxy

etc.) or |ovyep c(t@%n(s)(§¥C59§hgex¥$ﬁ’£9@8¥éOi(ﬂtefrﬁecglat&)ycétf&}?)@’sj QLR bapy! oxy
etc.)], (8) tetrazolyl, a tritluoronethanesul fonic acid am dé group, a

phosphori c ﬁbbddrgxmgprhﬁmlal§GY1ogr@uBchCQTMKQHNWNHji MR Hé)paopécbedYMnth
an optional] ubstit yt C1 4 (ex S her ude t he
o qrbpBtoTaL: B EPERRAEhut ($adU8 L 1) (6 A Rl e e N

sanme "optio trtu group exe ¥i%d as
a protectingcgdoamlﬁergtbepZQ HHS@ﬂnﬁmtlQmﬁdagpﬁdﬁprrE@ Eé&dfgﬁdﬁﬁ$ €8y on
as R1) or acy al kanoyl , benzoyl_etc.

ver
substltué%t§ ﬁH} PESFaéElﬁ gﬁo?psu%§@|t@ta%@ePpEﬁﬁﬁ§%%%u§&9?qqﬁytEEhEEEQ ring

at the sanejLpgRpaPdd 3préresiBsyi § USPt s Wbt &d )f Uiddidy ass exted-dy A ik Ng
Ain addition 25 to the substituent R2, an optionally substituted Iomer (C1_

4) al kyl (e. gesifugeroptaigingkyl oep¥|@han¢19e b i tutad O techhperioy
g0 oS B b T DG AN e 5 T ik
addi tion toothecglbgtotpent R2. 30 In the above fornula, exanples of a group
whi ch Ca?Sfornt As R!, carboxyl, tetrazolyl or 2,5-dihydro-5-oxo-1,2,4-
oxadiazol-3-yl (preferably tetrazolyl) optionally protected
with an optionally substituted lower (C;-4)alkyl (e.g., methyl,
triphenylmethyl, methoxymethyl, ethoxymethyl, p-methoxybenzyl,
p-nitrobenzyl etc.) or an acyl group (e.g., lower (C;-s)alkanoyl,
20 benzoyl etc.), or cyano, or N-hydroxycarbamimidoyl (preferably
cyano) is preferable and, inter alia, cyano is preferably used.
In the above formula, X denotes that adjacent phenylene
group and phenyl group are bound directly or via no more than 2
of atom chains (preferably direct binding) and, as a spacer
25 having no more than 2 of atom chains, any divalent chains in
which the number of atoms constituting a straight part is 1 or
2 may be used, and the spacer may have a side chain.
Specifically, lower (CL4)Alkylene in which the number of atoms
constituting a straight part is 1 or 2, -CO-, -O-, -S-, -NH-, -
30 CO-NH-, -0-CH;-, -S-CH,-, -CH=CH- and the like can be mentioned.
In the above formula, n denotes an integer of 1 or 2
(preferably 1).
In the above formula, a ring A denotes a benzene ring

optionally further having an substituent in addition to a

35 substituent R?, and examples of the substituent include (1)

15



.an anion (a group having a hydrogen atom which can be liberated as a

- proton) as R2 include (1) an optionally esterified or am dated carboxyl
group, (2) a tetrazolyl group, (3) a trifluoronethanesulfonic acid am de
group (-NHSQ2CF3), (4) a 35 phosphoric group, (5) a sulfonic acid group, and

“the like, apnd., 16 these groups. may be protected wth opt.ional ly
subst i t ut ed®2{898R 4R kSt 7 of oupl ( erfrcgs’ 1 h oGV AR Udd P Zoand L)

"optional | yogubshhl vy esuboneiu{dd - o Kylc,aheukyias (shatiowexenel ih hefoas, a
protecting group for the aforenenti oned group 5 which can form an ani on as

R1) or an aé§) epbipnably. subsiktutgaming |gnedd | (héhzyRMéDe.) N-dpdeany
groups may use 1 ong. he rau iych 0 4f:QF nion or a
group whi chl?élc’é)z %le%z%)nverte?ii’t'oﬁﬁﬁgl%ggﬁ%m%t\gﬂ)c'arl;lc’?qgrdﬁ] al%]w%%i(gh', under
t he bi ol ogi Padlkytlleatinics, (eplyy.si diogitbgllamandi etony, (B-grylaminor éacgion in a
l'i ving body such.as, oxi dation, reduction and hydrolysis by.an enzyne in a
living body®PSRYL#RIRRFYS:) - C;]slcofa%?oop(ﬁ'&al T ?Pﬁrrlinf’i'ed or

anm dat ed capbgxyidaso Rpigehddens, gf%rfeﬂliﬁ%‘é&!&tz%ob)ét’éhﬁ* teemyl a (780D

[wherein D denotes (1) hydroxyl group, (2) optionally substituted amno 15
(e.g., am ngropp|rerreseaitey Ak yihar fisgmunaN-dC-Powdwheceing Pl Rehakiaoaet c. )

or (3) opti 1.t ut Vi €41, I ). .a r 1- Kk group
i n which th@gg#(%}(fBilfs(%dﬁn‘ay@%eﬂds%%sﬁlfﬁ%el W t)ﬁnhy ?})ggyltﬁgr 8336,%0% |¥5nal |y
substi t utcedmayri e sylestgi tutaed nol, thiNHyalrexy1CHrédpal, k Loarirnd C, ) AR Hoxyower (Cl_
_ 20 4)al kylam n pi peridi no, morpholino etc.), halogen, |lower (Cl 6

2 koxy. | owbri s (e DA G R (BB oRye BANROSY LBKY "BEEr brak Pger
substituted@i W cd @ dhy 1 Sy el Y .-, 2 it Broky 3a rébayebay,; 4-yl etc.), or
(i) a gr oué)dlr g%ir)iesentced by y{lhe forrrg a -OgH Rg)r OC%?? wherein R6 denotes

(a) hydrogesthepycarkanwiqgit <8 -dr B deeieadd (Comt EYSLRBLkgrBOAT Rany hexw
carbon nUmbL. 91, Jeg dhedPrdlycd o on§! Rékn ) 1 P8P keckaoBIgRY! o -bULY!,
15 trifluoromethanesulfonic acid amide group, a phosphoric acid
group and a sulfonic acid group which may be protected with an
optionally substituted lower (C;-4)alkyl (examples thereof
include the same “optionally substituted lower (Ci-s4)alkyl group”
as that exemplified as a protecting group for the
20 aforementioned group which can form an anion as R') or acyl
(e.g., lower (C,-s)alkanoyl, benzoyl etc.).

These substituents may replace 1 to 2 substitutable
positions on the benzene ring at the same time and, as a
substituent which is further possessed by a ring A in addition

25 to the substituent R?, an optionally substituted lower (C;-
s)alkyl (e.g., lower (C;_4)alkyl optionally substituted with
hydroxyl group, carboxyl group, halogen etc.), halogen and the
like are preferable, and it is more preferable that a ring A
does not have a substituent in addition to the substituent RZ.

30 In the above formula, examples of a group which can form
an anion (a group having a hydrogen atom which can be liberated
as a proton) as R® include (1) an optionally esterified or
amidated carboxyl group, (2) a tetrazolyl group, (3) a
trifluoromethanesulfonic acid amide group (-NHSO,CF3), (4) a

35 phosphoric group, (5) a sulfonic acid group, and the like, and

16



t-butyl, n-pentyl, isopentyl, neopentyl etc.), (c) a straight or branched
- | ower al kenyl group having a carbon nunber of 2 to 6 or (d) a cycloal kyl
group having a carbon nunber of 3 to 8 30 (e.g., cyclopentyl, cyclohexyl,
cycl oheptyl etc.) and R7 denotes (a) a straight or branched | ower al kyl

Deopropyl . HtaR yEEOTRR B e RNRAGH AR CPALREATYY SuPESLERESY:

neopentyl efgwer dPRyR St gmxﬂpltysart@m@olfomuaaealth@nglamarOUp having a
carbon nunber of 2 to 6, (c) | ower 17 al X l%roup aV|ng a carbon nunber
oup

of 1to 3 su@B@%QQﬂ%vaﬁ%bﬁ?%tqﬁﬂﬁ(%ﬂﬂéﬂ (§n 3¢ AgoaPCarBoRhAtinber of 3
to 8 (e.g. ﬁif’ﬂ?&iy a{:)iﬁl %%yﬁng @fr %h%Brrylth%t ber%eﬁ;n.lBHHi Bﬁ&\'ﬁ{

substit ut ed” ar group ht hyl ‘group 5 optiona

hal ogen est owhpich tean fcn)werar( @1nl4a)ralalq1IR, ) | omean &€& 4c)ad>1k1mxyesgc, )lc(vealg :
benzyl ch orob phenet hy ycIo entyl net h c] ohexyl net h
etc.), (d) ety s %ﬁ/%/e]wyl erﬁr-‘/guﬁtﬁa irnG™ &bEﬁoHﬁﬁb‘@f& }P Jipgd a8 Yong
subst i tut edadv ey Caned QaldoBuhanike Q:a%alflé@ﬁ\ aunBahodf o8 h0gBo@p wRikwnal ly
lo substituted aryl group (e.g, phenyl or naphthyl group optionally having

hal ogen at o%3™ g repnviead (of-d )tk giroupCyhich) gRRo% 9Tt 8n) apéoy, , urdetps
having an a%ﬁ@fl?(i caSlU haasc i ”?{3&1 s %@Bg%hi %h&(&itlbﬁ r(é’pﬁ”y' etc.
such as ci nnanyl etc. 5, an “opt Xélly ubstitute ary group” (e.qg.,
phenyl amw Jfbamaphuhwh1giquyumg:b@dalbychaabngxhdhbgen ateduchiomn oand ower

Cl 4) alk wer, 1 4 alko etc. uch as -t ol yl napht hyl
L)) B hyand i B Sy SR fova: 14Fand, bBRE ot B b b mber
of 1 to 6 (e.g., PxRkpAes oft aﬁwptmonanQpOéyterﬁﬁpé@p@%yammabwdmarboxyl

| sobut oxy, sec- butoxy, t - but oxy, 20 n-pentyl oxy, |sopent | ox neopent yl oxy
etc.), (9) Qfﬁrapsﬂttldeo? SEARR hEePFo9RR e Kenyie Cg‘FQH.J);/? &h?g [ahexedon

B ot & AT 0, LR sk (EDbOYRLEL, (80 v ki o

15 (e.g., amino, N-lower (Ci-4)alkylamino, N,N-di-lower (C;-
s)alkylamino etc.) or (3) optionally substituted alkoxy {e.g.,
(i) a lower (Ci-¢)alkoxy group in which the alkyl part may be
substituted with hydroxyl group, optionally substituted amino
(e.g., amino, N-lower (C;_4)alkylamino, N,N-di-lower (C;-

20 g4)alkylamino, piperidino, morpholino etc.), halogen, lower (C;-
¢)alkoxy, lower (Ci-¢)alkylthio, lower (Cs-g)cycloalkoxy or
optionally substituted dioxolenyl (e.g., 5-methyl-2-oxo-1,3-
dioxolen-4-yl etc.), or (ii) a group represented by the formula
—-0-CH (R®) -OCOR’ [wherein R® denotes (a) hydrogen, (b) a straight

25 or branched lower alkyl group having a carbon number of 1 to 6
(e.g., methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
t-butyl, n-pentyl, isopentyl, neopentyl etc.), (c) a straight
or branched lower alkenyl group having a carbon number of 2 to
6 or (d) a cycloalkyl group having a carbon number of 3 to 8

30 (e.g., cyclopentyl, cyclohexyl, cycloheptyl etc.) and R’
denotes (a) a straight or branched lower alkyl group having a
carbon number of 1 to 6 (e.g., methyl, ethyl, n-propyl,
isopropyl, n-butyl, isobutyl, sec-butyl, t-butyl, n-pentyl,
isopentyl, neopentyl etc.), (b) a straight or branched lower

35 alkenyl group having a carbon number of 2 to 6, (c) a lower
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cycl ohexyl oxy, cycl oheptyloxy etc.), (i) a |lower al koxy group 25 having a

- carbon nunber of 1 to 3 substituted with cycloal kyl having a carbon nunber
of 3to 8 (e.g., cyclopentyl, cyclohexyl, cycloheptyl etc.) or an

. optionally substitute aryl group (e.g., phenyl or naphthyl group optionally
nitro, | ower |,ower

e oK TRPR A ing 1o RAGUT LT 5F tetRoRy SBEROLI T, FiepoRy,

| SOpPr Opoxy cféLoa BN Lﬁﬁﬂﬁdl@?@/ya mwrhyahm%r e¥cBlopensyl(eeghoxy,
cycl ohexyl net hoxy etc.) (j). a | ower al kenyl oxy group having a _carbon nunber

of 2 to 3 sﬁb%%@@%ﬁ@dlwqutﬁwwﬁyq%memﬂ et&rDoRTnaRLEPLEPRBLLY 8
(e.g., cyclops ‘ll.u &a/%(@h @Qoufgf?(eh?ﬁ' OBeREYh %trcnlaparthgm a%hgnal ly

substltuted ary group or napht hyl “group optionally having
hal ogen &t coptivnalbly hawmng(hauogﬁnMdcwm Indwwero , ( Coway dCkaxglkyt,)léeerg.

groups havin an al ken y art s ch a V|n X ny yl oxy,
i sopr openyl 6%74)& O’EYUC% )53 enr‘?arfy }’%ﬁ %Qi’g Bg Bﬁ?%ﬁ5ﬁ¥¥
substi t ut edeypé Yooyt EImEihle,. Gyc wm@x@&me&hyln@mht hoXYdgr aupoweti 8DREDY1
havi ng hal ogen atom _ nitro, | ower :Cl 4) al kyl, lower (Cl_4) al koxy etc.

t

such as phe#eXiP BRVING roptashory n Rdx ¢ é@c3)FPPSt upRpd’ ¢pthonal Iy

esterified cashoxily) SRHLANGR A dunkR LY B 65 BNEEeabeisfbylly - 000H
and a salt thereof,” - COOW, COCEt , COCPr ,

puvaloyu@xymmb$n»@unﬂdxaqml ngU@CM@I@hep@b@xicarbOﬁyhchy} grborycar bonyl ,
5- et hyl - 2- gxo0- dloxolen 4- ylneth xxparb

propionylo%?ﬁ%‘ﬁ% oIS MR-eG yrﬁlgxyng%%oxycagggao ghf%yfarggnyl

i sobutyryl oqwmblwxwar ponyl g. 1-gfetboxysat henyh cxypetioxnsr o as
1- (acet oxy) et hoxycar bonyl_, 1- (|sobutyryloxy%ethoxycarbonyl
cycl ohexyl caibohy IREGRfEWHoxX Pdd¥Bony S OPEERESY oY Aet ABKY cAF bohgpamyl ete.),

ci nnanyl oxygayr hanydpt ioHe19ReRys¢arery axyreLhexycasbgnyl pregy 204 he i ke,
and any groups may be used as far as they are a group

15 naphthyl group optionally having halogen atom, nitro, lower
(Cy-4) alkyl, lower (C;-j)alkoxy etc. such as phenyl, p-tolyl,
naphthyl etc.), (f) a straight or branched lower alkoxy group
having a carbon number of 1 to 6 (e.g., methoxy, ethoxy, n-
propoxy, isopropoxy, n-butoxy, isobutoxy, sec~-butoxy, t-butoxy,

20 n-pentyloxy, isopentyloxy, neopentyloxy etc.), (g) a straight
or branched lower alkenyloxy group having a carbon number of 2
to 8 (e.g., allyloxy, isobutenyloxy etec,), (h) a cycloalkyloxy
group having a carbon number of 3 to 8 (e.g., cyclopentyloxy,
cyclohexyloxy, cycloheptyloxy etc.), (i) a lower alkoxy group

25 having a carbon number of 1 to 3 substituted with cycloalkyl
having a carbon number of 3 to 8 (e.g., cyclopentyl, cyclohexyl,
cycloheptyl etc.) or an optionally substitute aryl group (e.g.,
phenyl or naphthyl group optionally having halogen atom, nitro,
lower (Ci-4)alkyl lower, (Ci-4)alkoxy etc.) (e.g., groups having

30 an alkoxy group such as methoxy, ethoxy, n-propoxy, isopropoxy
etc. such as benzyloxy, phenethyloxy, cyclopentylmethoxy,
cyclohexylmethoxy etc.) (j) a lower alkenyloxy group having a
carbon number of 2 to 3 substituted with cycloalkyl having a
carbon number of 3 to 8 (e.g., cyclopentyl, cyclohexyl,

35 cycloheptyl etc.) or an optionally substituted aryl group (e.g.,
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which can forman anion (e.g., G0 , a derivative thereof etc.) or a group
whi ch can be converted into the group which can form an anion, under the

bi ol ogical, that is, physiological conditions (e.g., a reaction in a living
body such as oxidation, 25 reduction and hydrolysis by an enzyne in |iving
* body) or chemc , e be a_carboxyl rou rodrug thereof.

ne The re, BRGHEHPY AR Reorny Rasihe PaaleBrntbidenBiEES 1)
a hydroxyl pses (0, ()214yamerdek_ (C4) AR @)yl at\dﬂl)chet ge, agkyhppansv be
substituted with 30 hydroxyl group, am no, hal ogen, |ower (C2-6)al kanoyl oxy

(e.g., aced®dlk emxﬂaqwnsaﬁ SIE ‘a5 Sie 100y - 0 PEPREBHIL REHoy R ALY LO¥ Bwer

(CL-6) al KoXySa5 RN PYhof ©1% . SRENDEY CALRARYIBRY. et bowcqwo?w oxy etc.),
| ower (C3-8)cycl oal Koxycarbonyl oxy (e.g., cyclohexyl oxycarbonyloxy etc.),

| oner (CE- Qrtkenald lor &Hbﬂﬁﬂmytqﬁcglgﬂ©ywigabMDXyF gs ,prbeapskl erand, inter
alia, carboxy -u%g eé}erlfl Hl QC1 ﬁgﬁlk F ggrefe g@l nféhgl or
RIS ST (R 1558 ry Baloasreator. (hItrRy qten

ethyl) is ‘prefera oveyfornu dr 9¢arF bon
resi due" in(g¢;hg ]throdamhan(ce&ndukowbléhcnayubh beupHexbaya p5 hetero atom

and may have, a suybstituent” resented by R3 include (1) an al kyl group,

(2) an al keWyFTRRERPXY 3 Pagpht %QI g ﬁp (4) a cycloal kyl group, (5) an
aryl group, (6) aangalabkyloRd DLP @@@emﬁéd karsids] 1 @redleirapian ahky!
group, an al kenyl group and a cycl oal kyl group aré preferable. 10 The (1)

al kyl grléupexmfgpltﬁ@ dhamegifglimcduder afOREd andwer sadtkyhegeofip heQPMey, a- car bon

nunber of l; hereo h et hyl,

propyl , |sopropyl dﬁ?ﬁ%ﬁ |so%§fggl%§é%y§ ?¥%ekﬁg%gg 22 i/tyjr |-pentyl,
hexyl , hep@quldhﬁgyldxymaran?herIktabkgn;kbgnpmp EBMebEyBrE{éiﬂ{ﬂu3{H
br anched Io alkenyl havkn i carbon nunber of aroun 2 to 8, and
exanpl es t ennnc41 Q(dvé‘ ycagy aﬁx y| 2CSIBBYBRTIOXRCH

propionyloxymethoxycarbonyl, n- butyryloxymethoxycarbonyl,

15 isobutyryloxymethoxycarbonyl, 1-
(ethoxycarbonyloxy) ethoxycarbonyl, 1-(acetoxy)ethoxycarbonyl,
1- (isobutyryloxy) ethoxycarbonyl,
cyclohexylcarbonyloxymethoxycarbonyl, benzoyloxymethoxycarbonyl,
cinnamyloxycarbonyl, cyclopentylcarbonyloxymethoxycarbonyl and

20 the like, and any groups may be used as far as they are a group
which can form an anion (e.g., COO, a derivative thereof etc.)
or a group which can be converted into the group which can form
an anion, under the bioclogical, that is, physiological
conditions (e.g., a reaction in a living body such as oxidation,

25 reduction and hydrolysis by an enzyme in living body) or
chemically, or it may be a carboxyl group, or a procdrug thereof.

As the R?, a group represented by the formula -CO-D

[wherein D denotes (1) a hydroxyl group or (2) lower (C;-
s)alkoxy in which the alkyl part may be substituted with

30 hydroxyl group, amino, halogen, lower (C;.¢)alkanoyloxy (e.g.,
acetoxy, pivaloyloxy etc.), lower (Cs-g)cycloalkanoyloxy, lower
(Ci-6) alkoxycarbonyloxy (e.g., methoxycarbonyloxy,
ethoxycarbonyloxy etc.), lower (Cs-g)cycloalkoxycarbonyloxy
(e.g., cyclohexyloxycarbonyloxy etc.), lower (C;.4)alkoxy or

35 lower (Cs-g)cycloalkoxy] is preferable and, inter alia, carboxyl
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i sobutenyl and 2-octenyl. The (3) al kynyl group may be a straight or

- branched |l ower 20 al kynyl group having a carbon nunber of around 2 to 8,
and exanpl es thereof include ethynyl, 2-propynyl, 2-butynyl, 2- penthynyl
and 2-octynyl. Exanples of the (4) cycloal kyl group include | ower

- cycl oal kyl I I of d r

cycl opropyl, cfﬂgéﬁf%gﬁgg%ygﬁggghfyr’g& T (ﬁ %9e§?b£§'mg ?%Penentéggl is
al kyl group,padfiecerydlegr oup, al kynyl group or cycl oal kyl group may be
substituted with roxyl grou n onal | bst | ed anmi no group
(e.g., anino, %Bwég °X?aFR§$ﬁﬁ?no Rf ¥%mﬂ¢ éﬁ ﬁéﬁ
etc.), 30 haﬂé?ﬁ%e”' Q\herth(eC“—“h@hralcE@wngkegpduerwhgwrméﬁlbé)mlkryd t\hiep a
group. Exanples of the ( aral kyl group include phenyl-lower (CL 4)alkyl

such as bénAdtesd am%h@p F“aYahéVéxarrﬁP §tbFU?ﬁ*é"(6?P?é¢§¢n'@?@)LRV|%cl ude
phenyl . The q&pgg%pqﬁlogﬁd %%ghkﬁkog%oupzpraﬁrxkkgﬁy UPy ??%ppgg o for

exanpl e, hal ogen , hitro, opt J%stltuted
am no group dl&kynyl @ronp, N4 o‘arercy(:ﬂ;dzall):al kgtanbno(5) NaiN-alfy1 aywesur ,C1(6D)

al kyl am no etc ower (Cl 4 0 t ho et ho etc. | ower
(Cl_4)al kyl ) dgf ka\&egﬁéf‘ﬁ_ F%’ﬁl E Xi&%‘f‘rrt%{‘?s e’r’g’?? 13 o ¢ Y_er)‘}a‘?%ﬂﬂ'
(e.g., nmethyn aqudaeyalylet;&o);pSaaa ancgebbamyy §osubi OPe Opréf@rmlrhzene ring.

Anong t he forgoing as_the_ "hydrocarbon residue"” in the "hydrocarbon
resi due Wi ch mayThe BaunallyYh GroidR drey R atera FaRt r dranshiest lovest »

represent ed g3, an OBLLORA) by pasUBR! hitibedl ok alogkadl ken, (g, 1 over

(C1-5) al kyl kenyl group optronally substitute mrth
hydr oxyl gr@upmplaﬁlmoegﬁoﬁp;nhéhdgemebhylomethYI].p@Q@YdDQA%pRnHQYhs

o1 of or abl 6. "ty SESBPYhe SRETEPEY LGOI R neeRotl DCATI ey L
heptyl, octyl etc.

15 The (2) alkenyl group may be a straight or branched lower
alkenyl group having a carbon number of around 2 to 8, and
examples thereof include vinyl, propenyl, 2-butenyl, 3-butenyl,
isobutenyl and 2-octenyl.

The (3) alkynyl group may be a straight or branched lower

20 alkynyl group having a carbon number of around 2 to 8, and
examples thereof include ethynyl, 2-propynyl, 2-butynyl, 2-
penthynyl and 2-octynyl.

Examples of the (4) cycloalkyl group include lower
cycloalkyl having a carbon number of around 3 to 6, for example,

25 cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl.

The aforementioned alkyl group, alkenyl group, alkynyl
group or cycloalkyl group may be substituted with a hydroxyl
group, an optionally substituted amino group (e.g., amino, N-
lower (C;-4)alkylamino, N,N-di-lower (C;-4)alkylamino etc.),

30 halogen, lower (C;-4)alkoxy group, or lower (Ci-4)alkylthio group.

Examples of the (5) aralkyl group include phenyl-lower
(Ci-4) alkyl such as benzyl and phenethyl, and examples of the
(6) aryl group include phenyl.

The aforementioned aralkyl group or aryl group may have,

35 for example, halogen (e.g., F, Cl, Br etc.), nitro, optionally
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15 which may be bound via a hetero atom and may have a substituent”
represented by R3 include -0-, -S(O.- [mdenotes an integer of 0 to 2],
-NR - [R denotes a hydrogen atomor |ower (Cl _4)alkyl] and the |ike, and,
inter alia, -0- is preferably used. 20 Arong the foregoing, as R3, a | ower

C1 _5)al kyl ) nyl__qr ' b ja -0-,
LSO M ettt by i) (T antiReP Lo TR, AT R e thS, L o
or |ower (Q4,M}dlkybjenntt,npylbey lsantisid tatted ,Wilblwean (Csubaflkbugnt(esgl ect ed
froma hydroxyl group, an amn roup, a 25 halo .and a | ower (Cl. 4)al kox
group ar)é pr%’\f%?’gm eé,)tréc?fﬁf, etrCrrBe'? Jaﬂ‘%i ‘|C§wérﬁ%‘é3§g)18| g?l gandeBgW;ithlo' d
(C1-5) al koxythyPfieio Reed or alde 1ewraxy(c, ana 1riaf geabl ¢. mARBHY, CERRQUNESC . )

having an angiotensin Il antagonistic activity represented by the formula
(1), a bénza¥hi dazRtkltrand RAFPAA AR Fied Pg&EeRSt K389r epresent ed by the

formula (1"): ngﬂgnﬁh@z f/orbolilng' >B3 Ny¢! "‘é GYBEL £LOn Rle JEGQL £Si f W&
car boxyl group, tetrazol’yl “dgroup or ( ¥ a group represented by the
formul a: N-Yhydkgcatbon [ndeirdzien whiddnolags beQboond- 8ia p Henetesata®, andS or

>=S(Om and i s as defined ahqve ri ng A .denotes a benzene rin
opt |( o)nal ly ’E?%ﬁ?‘f%t%f%ﬁtﬁgﬁﬁﬂ q'n:ﬂqpfefﬁgﬂgfit ﬁ%’eh‘ { o%r"‘(%lo_nalnl)yalgkyl
(e.g., | ovesufdrieddid1igat icanalllkensubsiel but edoweh (chyplaoxyl @f Oudwer

car boxyl group or_ hal ogen) or halogen_in io addition to the substituent R2,
pr ef er abi%y gciﬁﬁﬁkﬁﬁpyq,qfoup optionally substituted with hydroxyl group,

amino group, halogen or lower (C:_4)alkoxy group) is preferable
and, inter alia, lower (C;-s)alkyl (more preferably ethyl) is
preferable.

Examples of the “hetero atom” in the “hydrocarbon residue

15 which may be bound via a hetero atom and may have a
substituent” represented by R’ include -0-, -S(O),~ [m denotes
an integer of 0 to 2], -NR’~ [R’ denotes a hydrogen atom or
lower (Ci-4)alkyl] and the like, and, inter alia, -0- is
preferably used.

20 Among the foregoing, as R’, a lower (Ci-5) alkyl group and
lower (C;-s)alkenyl group which may be bound via -0-, -S(0)y- [m
denotes an integer of 0 to 2] or -NR’'- [R’ denotes hydrogen
atom or lower (C;_4)alkyl] and may be substituted with an
substituent selected from a hydroxyl group, an amino group, a

25 halogen and a lower (Ci-4)alkoxy group are preferable, and,
inter alia, lower (Ci-s)alkyl and lower (Ci-s)alkoxy (more
preferable ethoxy) are preferable.

Among compounds having an angiotensin II antagonistic
activity represented by the formula (I), a benzimidazole-7-

30 carboxylic acid derivative represented by the formula (I’):
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havi ng no substituent other than the substituent R2, R2 denotes a group
represented by the formula -CO D [wherein D denotes (1) hydroxyl group or
(2) lower (Cl-4)alkoxy in which the alkyl part may be substituted with
hydr oxyl group, am no, hal ogen, |ower 15 (C2-6)al kanoyl oxy (e.g., acetoxy,
pi val oyl oxy etc.), lower (C3_ a)cx;loalkanoyloxy, | ower

(C1-6) al koxycar bonyl oxy (e.g., _ t hoxycar bonyl oxy, et hoxycarbonyl oxy
etc.), lower (C3 8) cycloalkoxycéxoonyloxy (e.g., cyclohexyl oxycarbonyl oxy

etc.), lower (Cl-4) al koxyyom\l owey(&3-8) cycloal koxy] , 20 R3 denotes
| oner (C1-5) alkyl oCH =.~-< yI group which may be bound via
-0-, -S(Om [p“denofe? an\-nt€ger f_@'to 2] or -NR - [R denotes hydrogen

atom or | ower 1-4)al kyl] and nmay be substituted with a substituent
selected from d hydggxyl group, an am no group, a hal ogen and |-ower
(CL. 4) al koxy=gf oty preferably | ower (Cl-5)al kyl or |ower (Cl-5)alkoxy;
nor e preferabﬁylvtheéé}}%?ﬁér a pharmaceutically acceptable salt thereof
is preferablig imer alia, 2-ethoxyglsfN2' -(1H

tetrazol - 5-yl )b pherll - 4-yl ] met hyl ] benzi wt ddzol e- 7-carboxylic 5 acid

[ Candesartan], 1-(cyclohexyl oxycarbonyl oxy)ethyl 2-ethoxy-

1-[[2' - (1H twehénZod -1B0- MehbicpReny) - 4- ¥h B84 Py | §hsng| M BRzol €stfraLAOXY| at e
[ Candesartan cilexetil], pival oyl oxynethyl 2-

et hoxy- | - [ [2FQYRLHRY etFao|gonun MsinFiessyted. by the formula:

yl ] met hyl ] benzi m dazol e- 7- car boxyl ate, and 2-ethoxy-1-[[2' io0

(2, 5-di hydr o- 5- oxpNE2; #- oxadi azol - 3- yl ) bi phenyl - 4-

yl ] met hyl ] benzi nj azole£7-carboxylic acid or a salt thereof etc. are

preferable. e af or enmenti oned conpounds having an angi otensin ||
antagoni stic acti%ity, 2-ethoxy-I-[[2"-(2,5-dihydro-5-0x0 is

1, 2, 4- oxadi azol - 3- M')‘bi_phenyl -4-yl] et hyl ] benzi m dazol e-7- carboxylic acid
(hereinafter sonetHnes to be abbreviated as conpound A) and a salt thereof
are particularly preferable.

5 [wherein i denotes -0- or -S-, j denotes >=0, >=S or >=S(0)pq,
and m is as defined above], ring A denotes a benzene ring
optionally substituted with optionally substituted lower (C;-
s)alkyl (e.g., lower (Ci-4)alkyl optionally substituted with
hydroxyl group, carboxyl group or halogen) or halogen in

170 addition to the substituent R?, preferably a benzene ring
having no substituent other than the substituent R?, R? denoctes
a group represented by the formula -CO-D [wherein D denotes (1)
hydroxyl group or (2) lower (Ci-4)alkoxy in which the alkyl part
may be substituted with hydroxyl group, amino, halogen, lower

15 (Cz-¢) alkanoyloxy (e.g., acetoxy, pivaloyloxy etc.), lower (Cs-
g) cycloalkanoyloxy, lower (C._g)alkoxycarbonyloxy (e.g.,
methoxycarbonyloxy, ethoxycarbonyloxy etc.), lower (Cs-

g) cycloalkoxycarbonyloxy (e.g., cyclohexyloxycarbonyloxy etc.),
lower (C;_4)alkoxy or lower (Cs_g)cycloalkoxyl],

20 R® denotes lower (Ci-5)alkyl or lower (C;-s)alkenyl group which
may be bound via -0-, -S5(0)p—~ [m denotes an integer of 0 to 2]
or -NR’- [R’ denotes hydrogen atom or lower (Ci_4)alkyl] and may
be substituted with a substituent selected from a hydroxyl

group, an amino group, a halogen and lower (C;_4)alkoxy group
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The aforenentioned benzi m dazol e derivative can be synthesized by the known
nmet hod described in, for exanple, EP- 20 425921, EP-459136, EP-553879,

EP- 578125, EP-520423 and EP 668272 or a simlar nethod. Wen Candesartan

. cilexetil is used, it is better to use the stable C-type crystal described

in EP- 4591 ou havi i 0 nsid ant nlstlc act|V|ty 25
or a prodrugpfﬁﬁ T%wer {ﬁb $%fﬂp 1]‘;(rail\/en khﬁg %xy’t S or

phar maceut i pakkgrastepéshbey 5] | ctuh&i %ﬁam\/ﬂwuﬁmﬁallqormﬁjﬁalmw rsgl&n
angiotensin |l antagonistic activity has an aC|d|c group such as a_carboxyl

group and t kBeFeRE, 1exphpfesabie. andr tierealalddve Uddrea < Wil —i(d8rgani ¢
bases (e.g teekg%l §0yﬂ%§;5héﬁlyﬂ@sylsmém1]%grazslsdllayz%tl@qiaawow@learth

nmet al SUCh as cal cium magnesi um et c. transition nmetal such as zinc, iron,

copper et%. ycdd é@an@ewma@} gahi bcsba]sce?@melcgcycamtgmﬂdl@xa'meﬁ@yl 2ueithazy-
trimethyl a”‘l”i{z”'(f 281 - §N%is)ddd1’b§1yecrﬁ)olh ylg’met‘:ﬁ%ﬂ%%lrémnqgazole 7-

di et hanol ami'n trie han amne m ne

N, N - di benzgbhebby) baedi famiesdrisare aiexetil] agidslsydoxymezhgilnere, |ysine
and ornithine ound havin ngi.otensi n Il antagonistic
activity haSt %oﬁﬁsfc[g? EB§UE% LAzl %Eﬁﬂﬁgugﬁﬁﬁﬁﬂaﬁd'the like, exanples
are salts %iﬁéﬂwgp@é&zﬁﬁi&&ﬁemm&ﬁqa&% (an@ 2-2thydioghligpirc acid,
nitric acid, sulfuric acid, phosphoric aci car boni ¢ aci d, - bi car boni ¢

aci d, folni é2a2rdihydeeteewel, 2¢ﬁ7ﬁﬁ&9ﬂ&?Q%nitYhhhlpmﬁﬁwéaéet|c aci d,
fumari c ac'}gﬁ!rﬂﬁgﬂqg]@&ﬂﬁdm&aa{iﬂlf Ly %1%‘3'0‘1 Cls Flf':ctﬁgkgof ste.

succinic ac acl anesu oni ¢ aci benzenesal foni ¢ acr d
toIuenesulfmnécpaefek&bla) or aC|d|c am no aci ds such as aspartlc acid and
glutamc acid. A npou d havi ng _.an ang i ot ensi

antagoni stic acti %} ﬁﬁﬁm éOBF s&ﬁﬁppﬁsgﬁtPSK n?h@?e?ﬂ%f?%ﬁns+%f%$red

to as Al aihe9eeh Bt Lo CIMOKIRG, | - xy-1-[[2’-(2,5-dihydro-5-oxo~
15 1,2,4-oxadiazol-3-yl)biphenyl-4-ylimethyl]lbenzimidazole-7-
carboxylic acid (hereinafter sometimes to be abbreviated as
compound A) and a salt thereof are particularly preferable.
The aforementioned benzimidazole derivative can be
synthesized by the known method described in, for example, EP-
20 425921, EP-459136, EP-553879, EP-578125, EP-520423 and EP-
668272 or a similar method. When Candesartan cilexetil is used,
it is better to use the stable C-type crystal described in EP-
459136.
A compound having an angiotensin II antagonistic activity
25 or a prodrug thereof used in the present invention may be
itself or a pharmaceutically acceptable salt thereocf. When the
compound having an angiotensin II antagonistic activity has an
acidic group such as a carboxyl group and the like, examples of
such the salt include salts with inorganic bases (e.g., alkali
30 metal such as sodium, potassium etc., alkaline earth metal such
as calcium, magnesium etc., transition metal such as zinc, iron,
copper etc.) or salts with organic bases (e.g., organic amines
such as trimethylamine, triethylamine, pyridine, picoline,
ethanolamine, diethanoclamine, triethanoclamine,

35 dicyclohexylamine and N,N’-dibenzylethylenediamine, basic amino
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is cases] refers to a conmpound which is converted into the All antagonistic
conpound by a reaction with an enzyne, stomach acid or the |Iike under the
physi ol ogi cal conditions in a living body, that is, a conmpound which

under goes enzymati c oxidation, reduction, hydrolysis or the like, and is

- changed intqQ t All.20Q_a nj St o) , . ound whi ch under goes
hydroly;is_ggéggtgﬁgghggcggsggg%%é %Yiggga%g i%P%ﬁg%gg into the A
ant agoni sti ¢ conpwhan. a Exempdwrsd diawai gy et hgifotidres iAl 111 anttagonii stiie

conmpound include.a c ound in which an am no roup of the Al antagqnistic
Compound | s SSEFVALEARAR] RyParbl 55BP PHOR fhorYE APBPY &TRUP £GbriBeurd ke
whi ch an ameRamghedpa®t shihesAhltRni AgERAS1d Ca TP BN b farlicC esarRy | @t.ed,

al anyl ated, pentyl am nocar bonyl ated, (5-nethyl-2-oxo-1, 3-di oxol en-4 yI)

met hoxycat bbGEracdori et paksdr i b bay2ai@d, Subiuis iafidwihgsphesic acid,

pi val oyl oxy e t 5 ted); : nd, 441 swhi hydr oxyl
group of t hggkpﬁhg%t gagﬁf s??%ag%é%%ﬁn%g%%' a%yi at%g, gf’ky C!a?{:[’_elg] A
phosphoryl apedpapnhor atéd, teiflyormozompburabid, vhindria addoxpixadricupcdfl,

the All antagonistic cqonpound,is_acetyl ated al mtoyl ated ropanqyl at ed,
i val oyl at 42 TEAEIFnoFatednateHar JF 51 odbs B GIATA atBiF g e adid, malic

di met hyl am gerat, hwkensREBYL 86LUY | a @i € O ROEKhd 111 #2h il boxyl group
of the Al antagonistic conpound is esterified or amdated (e.g., a
compound?§ ntRARERSAULAPBIR yRC1Grotp- bfoX mEidic Afigppiicddse seeRpdsnd i s

ethylesterig%ﬁgrti hggy&e$ﬁgr&i&€gh-gs*&g;ynethyIesterified, 5

di met hyl am n thylesteritied;] pré1O oxynet hyl esterified,

et hoxycar bonyl oxyktipwedsieraf ieed;onprna ihdyliest em ngdotedsin I1
Cycl ohexyl oRyEATBBRGT oy eT PoT S 1194 i B1° SR BHEBH™ and the 11 ke.
These conpoyndsetasasber preppseeed ragndNen A lankagoiiagar sbimpotadpaundoiy t he
known nmet hod per_se. Alternatively, a prodrug of the Al antagonistic
Conpoundlﬁa9ases] refers to a compound which is converted into the AII
antagonistic compound by a reaction with an enzyme, stomach
acid or the like under the physiological conditions in a living
body, that is, a compound which undergoes enzymatic oxidation,
reduction, hydrolysis or the like, and is changed into the AII
20 antagonistic compound, or a compound which undergoes hydrolysis
by stomach acid or the like, and is changed into the AII
antagonistic compound. Examples of a prodrug of the AII
antagonistic compound include a compound in which an amino
group of the AII antagonistic compound is acylated, alkylated
25 or phosphorylated (e.g., a compound in which an amino group of
the AII antagonistic compound is eicosanoylated, alanylated,
pentylaminocarbonylated, (5-methyl-2-oxo-1,3-dioxolen-4-
yl)methoxycarbonylated, tetrahydrofuranylated,
pyrrolidylmethylated, pivaloyloxymethylated or tert-butylated);
30 a compound in which a hydroxyl group of the AII antagonistic
compound is acylated, alkylated, phosphorylated or borated
(e.g., a compound in which a hydroxyl group of the AII
antagonistic compound is acetylated, palmitoylated,
propanoylated, pivaloylated, succinylated, fumarylated,

35 alanylated or dimethylaminomethylcarbonylated); a compound in
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be a prodrug which is changed into the Al antagonistic conpound under the
physi ol ogi cal conditions described in "Devel opnent of Medicanents", vol.7,
Mol ecul ar Design, pp 1s 163-198 published by Hirokawashoten in 1990. The
Al'l antagonistic conpound may be either a hydrate or a non-hydrate. The
PPARy agoni Sl i t e [ S [ t] eds to
be an agoni??néggghz%' B%%?,ggﬁggngg %gg §%§ §ﬂ%§§§%§§¥§§ %%ﬁaﬁgédi¥§
expresses t hestaatiifilieldy orTheiBBARYE dgogil st al ckepsubdt ancehicsh pa ed@riadptyl f or
exanpl e, a substan howi.ng _a_cl ear PPARy agonist:lik ctivity.in vitro
ot o concant RO o Alof o PE CARAR S5 R RTEoS 1R PrkESS St Lr ab e
exanpl es of gHw ARARE ragaekist chirkexyhubEya8seerinsedij n sensitizers such as

troglitazone, rosiglitazone, _englitazone, ciglitazone, pioglitazone, PGI2,
G - 2625705 Fimeddylapinonsthygsienit kep. 2pFva by baaymetbphes tep t he

| i ke can be JmLd E ti g hayi ngs_an

angi otensin 11 3??%3%8????%955??3?53&é%gygaPﬁ%ﬁ&h%g§%f§§??lke‘pgﬁbs ance is
not |i m t ed medhiyle 2abavelnBrtiionedenxanpl bsetihyl 8Stanif sedst ance can be used
as long as it has such actiyit In .25 additipn, .the substance urther
ave n PoARCHP AR SR ar boh T Resh YL BE P £ hh e R IR s ot s
activity). THiRl agentligk.t MEhedesedtipdundntdaon beyp repiraidn facsorpeunds 5

havi ng an angiotensin Il antagonistic activity in conbination wth a PPARy
agoni st - 1P kETSAIOP4RLC SAUPQETHr BY eFBB| EnOER M HAS *RE $%r exanple, a
conbi nat i on agfe g +3L@1 §MERL HOBAMLGI HEULAE RENSIAELGEn 1A DG A RARY may
agonistic activity (e.g-, troglitazone, rosiglitazone, englitazone,
ciglitazonebet @ progrigarbhechahd changedelntmdthorpbuahtagondstie | i ke can

be rrEntlonec%'mpound under the physiological conditions described

in "Development of Medicaments”, vol.7, Molecular Design, pp
15 163-198 published by Hirokawashoten in 1990.
The AII antagonistic compound may be either a hydrate or

a non-hydrate.

Thé PPARy agonist-like substance used in the present
20 invention only needs to be an agonist against PPARy, and may be
any substance as long as it expresses the activity.

The PPARy agonist-like substance is preferably, for
example, a substance showing a clear PPARy agonist-like
activity in vitro at a concentration of not more than 10 uM and

25 the like.

As preferable examples of the PPARY agonist-like
substance, insulin sensitizers such as troglitazone,
rosiglitazone, englitazone, ciglitazone, pioglitazone, PGJ,,
GI-262570, JTT-501, MCC-555, YM—-440, KRP-297, CS5-011, FK-614

30 and the like can be mentioned.

In the present invention, the compound having an

angiotensin II antagonistic activity and a PPARy agonist-like
substance is not limited to the above-mentioned examples and

35 any substance can be used as long as it has such activity. 1In
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~As the insulin sensitizer having a PPARy agonistic activity, for exanple,
troglitazone has been reported to show a 15 body wei ght gaining action in
patients with type Il diabetes (Di abetes, 47, suppl. 1, Al8, No. 69, 1998).

. The body weight gain in patients with diabetes induces edema and swelling,
~and aggravation of synptonms may cause a grave circulatory di seases _such as
cardi ac hypefdibpay, aéﬂetﬁébﬁwed%i%tél%reﬁad& 2 EF Ifemctd opgd

treat ment 0£e§h@Q€$§§-aJ@§&§E9rpag5rr&esﬁa&e&f FhYRAWRd Pat3eitYii.ch has an

angiotensin IT antagonistic activity and an insulin resistance- inproving
activity in conbination, such as conpound A, can avoid use of an insulin

sensitizer causi Q i ai 2 Kk y S dose of
an insulin sensi?ﬁ?gfg*?ﬁgfgﬁ%m%éF%gﬁ%%Fegngggggghsﬁ% Iggﬁgéﬁﬁfgaégﬁ% U ?n
sensiti zesr , haviggndn neh isteenvs ih B dntsiddni sydnrs idatden tyt inkicbgbynatipphesses
an expression of body weight gain or a possibility thereof, which in turn
hi ghl y advari Blyed BPAR, @eIoad sigdi&eafirBAtancse anrdbeeierefemhe. The dose

of the agentombihdiei LS |NAPLION DHMISRAS ont @ £f @bk WebhiRehBeohange
of an effective amount of each substance. 35 For exanple, while the dose of

a conpound hasihiyn asenL6tiawy dtangic d IPPARYagganssitcagttiviyyveei®s,

depending o . j ect : 1. st.ratlon, i strati te, target

di sease, s€ﬁ%§§%§%%§?§Hu§égﬁé?¥g%¥éﬁ%é %& elégnggr géﬁﬁ%?ggéggfon to an
adul t pato epioglitethrabeaires f{Heodyi ke gind cdmpgundaAdasd itheSldRaecahl yeabout
0.001 to about 500 pg, preferably about 0.1 to about 100 ny, nore
pref er abl y BEREO®% t 0 about 60 nmg, which is administered in 1 to 3
portions a day. The dose of a PPARy agonist-like substance to patients wth
di abetes is about 0.1 to about 600 ng/day, preferably zo about 0.5 to about
240 ngy/ day, nore Aw eher dblspldbosensiBizer having a PPARy agonistic

activity, for example, troglitazone has been reported to show a
15 body weight gaining action in patients with type II diabetes
(Diabetes, 47, suppl. 1, Al8, No. 69, 1998). The body weight
gain in patients with diabetes induces edema and swelling, and
aggravation of symptoms may cause a grave circulatory diseases
such as cardiac hypertrophy and the like, causing a serious
20 problem in the treatment of diabetes.

Therefore, the use of a compound per se, which has an
angiotensin II antagonistic activity and an insulin resistance-
improving activity in combination, such as compound A, can
avoid use of an insulin sensitizer causing body weight gain, or

25 can markedly decrease the dose of an insulin sensitizer itself.
As compared to the single use of an insulin sensitizer, a
combined use with an insulin sensitizer strikingly suppresses
an expression of body weight gain or a possibility thereof,
which in turn highly advantageously avoids aggravation of

30 diabetic symptoms.

The dose of the agent of the present invention only needs
to fall within the range of an effective amount of each
substance.

35 For example, while the dose of a compound having an

26



about 100 ny/day. These anpbunts nmay be adm nistered once a day or in 2 or 3
portions a day. The adm nistration ratio of a conpound havi ng an
angiotensin Il antagonistic activity and a PPARy agonist-like 15 substance
(PPARy agoni st-Ilike substance/ conpound having an angiotensin ||

antagoni stic actjvit about 0.002 to abo t 60000, .pref rabI a
0 000 0 artRe LSk kot s SR C AR Y03 %00 2haRPEas . ippa the"
preferably aboyécd. élft&mhmgt&tlﬂ}fa tmmn\&%lt&fatu@al RolufBi, b'tb@@e(ﬂf diBease,

present invention 20 (hereinafter sonetines to be sinply abbreviated as an
"agent of %mpwr@s@m thvehithon"dn Shewsasewoorralt pdmandstaatbenusedans

it is or POYLIBOSHE | 0Aln CIOSII ARJYY WeXLRg o' Rof PlakgBSOL ool cal |y

accept abl e car ri nown prop yI actic/therapeutic
agent fors afé¢meraikly |arhfmxt \mmOdusto Zﬁoocdltsé@@emgl,npm;ﬁ&ubblyea}gouthon‘nn‘;o

nouse, rat,_rabpi cat vin hor s wi_n y_and the like).
Herein, as %b?)‘h%rm%é"ﬂﬁg'l 5&?3’61 E? ﬁz sgrgg 58 gsgﬂﬂrc Btch
i norgani c Cad rddiimd e retd iﬁ\ﬁ’]_l &b @ Soe@nvart boaah, 30 as a pharnmaceuti cal
material are used, and is incorporated as an excipient, a lubricant, a

bi nder or a di si r‘itl‘@grd@tsmg’fageﬁtPARVna@omﬁtdlqdﬁ%wkmﬁam‘e & pagdlendst, a
sol ubilizery; @ Ssushendl ng agRly 02n 't%o '3'u°E 660%%‘7?5%“&??895%}5{?9 agent

in a liqui dlprepar ation. |f necessary, ar maceut | ves such as
a pr esermatahm;tahfarlm @houba:nt240anu_:ydldawanmoaadpaeféi‘abm&veeabaet My be used.

Pr ef erabl e e ient incJude |actos sucrose, D-mannjtol,
D Sor brt ol ARG b S/ > EhBeEnrnait iRy e Ry e ande oy

| ow subst i t&teﬂq ) midrg)wtq;a,yllscgl ulab,ose sodi um car boxymet hyl cel | ul ose, gum
arabic, dextrin, I:{pul lulan, light silicic anhydride, synthetic alum num

silicate and nagA®si @ﬁ’f“&l"l&mtﬁafiéoﬁefa*éf-Pl et @. CRPRPGRALIAY AR es of the
| ubri cant 'JHafg¥%ﬁg¥H“¥¥ %%Eagonlstlc activity and a PPARy agonist-like

15 substance (PPARy agonist-like substance/compound having an
angiotensin II antagonistic activity) is about 0.002 to about
60000, preferably about 0.005 to about 2400, more preferably
about 0.02 to about 40, more preferably about 0.4 to about 8.

The body weight gain inhibitor of the present invention

20 (hereinafter sometimes to be simply abbreviated as an “agent of
the present invention”) shows low toxicity, and can be used as
it is or as a pharmaceutical composition by mixing with a
pharmacologically acceptable carrier by a method known per se,
as a prophylactic/therapeutic agent for after-mentioned various

25 diseases in mammals (e.g., human, mouse, rat, rabbit, dog, cat,

bovine, horse, swine, monkey and the like).

Herein, as a pharmaceutically acceptable carrier, various
organic or inorganic carrier materials which are conventional
30 as a pharmaceutical material are used, and is incorporated as
an excipient, a lubricant, a binder or a disintegrating agent
in a solid preparation; as a solvent, a solubilizer, a
suspending agent, an isotonic, a buffer or a soothing agent in
a liquid preparation. If necessary, pharmaceutical additives

35 such as a preservative, an antioxidant, a colorant and a
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~stearate, calciumstearate, talc and colloidal silica. zo Preferable

- exanpl es of the binder include gelatinized starch, sucrose, gelatin, gum
arabi c, nethylcellul ose, carboxymnethylcellul ose, sodium

~ carboxynet hyl cel l ul ose, crystalline cellul ose, sucrose, D nannitol,

- trehal ose, dextrin, pullulan, h droxypropylcellulose
hydroxyprop?Vﬁ%Fﬁ??EéP?th%ePs? and pol yvi nyl pyrrolidone. Preferable

exanpl es of the disifl el IR o'fn@th'éd%xmﬁ(ﬂaﬁ%e1n§%&85§ac§6§éCh
car boxymet hyl cel I ul ose, cal cium  car boxyl net hyl cel | ul ose, sodi um

crosscarnerager08©d|meamnﬂtnﬁqnﬁﬁﬂﬂnhﬁtniﬂ1Sﬂaqym :gdla¢ﬂ®landydmauehand | ow

20 substltuted hygrox g f§g|lﬂf¥ﬁ Preﬁ%%g%u%s%ﬁ%rglgs of the sol vent
i ncl ude mater | ijEection phy5|o ogldal sal nger's sol ution,

alcohol,.sphp@yéfypm@ﬁy&méllunﬂaﬁufaddmﬁmgﬁambmxym&eaaﬁEeouhlosarngﬁml
olive oil and cottonseed oil. 25 Pref | e exa es t he sol ubilizer
i ncl ude pof§RPhy X Eﬁ&%oﬂ““ﬂﬂﬁﬁ?%eﬁé%% CWQH%VPSF etréM3t5§Elc

benzyl benzatgingh a0l catd Iwm@ﬂw,alghﬁh%%@eh@kasﬂ&bsteanol am ne,
sodi um carbonate, sodiumcitrate, sodium salicylate and sodi um acetate. 30

Preferabl e exarrpI%@frffrzitthlée ﬁa@pmi@ﬁngfagéﬁt lphsigdet snrlude anegnesicym as
Stefify!”'e% %ng ”éaalé*?ﬁﬁ‘ﬁ@ | ltrey'sctlfata%u 349 %l g%”ggi%éo”'c aci d,
enza or e

| eci t hin, ohi um ¢ erlz onlun1chlor € and nonostearic aC|d
gl yceri nio hydropmﬂdﬂhnaﬂhgmmsm@ueh as phbybuﬁyéraiﬁehﬁae g&bapoh yvedyl
pyrrolidone, sodi um carboxynethyl cell ul ose, 28 nethyl

hydroxyneth? %Eﬁ@tﬂ?ﬁﬁfoqﬁmMQﬁ&ﬁﬁﬂﬁyl@@F\ﬁF@?éc'aWHtﬁyi inESB9Pcellulose
pol ysor bat esa Absk-pad staxived iy 1, Rydioaeraredxgastay1ekh1uPreberabl e

exanpl es of the isotonic include sodium 5 chlofide, glycerin, D mannitol,
D-sor bi t ol @FiE e bleigse cellulose, sucrose, D-mannitol, trehalose, dextrin,
pullulan, hydroxypropylcellulose, hydroxypropylmethylcellulose

15 and polyvinylpyrrolidone.

Preferable examples of the disintegrating agent include
lactose, sucrose, starch, carboxymethylcellulose, calcium
carboxylmethylcellulose, sodium crosscarmerose, sodium
carboxymethylstarch, light silicic anhydride and low-

20 substituted hydroxypropylcellulose.

Preferable examples of the solvent include water for
injection, physiological saline, Ringer’s solution, alcohol,
propylene glycol, polyethylene glycol, sesame oil, corn oil,
olive o0il and cottonseed oil.

25 Preferable examples of the solubilizer include
polyethylene glycol, propylene glycol, D-mannitol, trehalose,
benzyl benzoate, ethanol, trisaminomethane, cholesterol,
triethanolamine, sodium carbonate, sodium citrate, sodium
salicylate and sodium acetate.

30 Preferable examples of the suspending agent include
surfactants such as stearyltriethanolamine, sodium
laurylsulfate, laurylaminopropionic acid, lecithin,
benzalkonium chloride, benzethonium chloride and monostearic
acid glycerin; hydrophilic polymers such as polyvinyl alcohol,

35 polyvinyl pyrrolidone, sodium carboxymethylcellulose,
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Preferabl e exanples of a buffer include buffers such as phosphate, acetate,
- carbonate and citrate. Preferable exanples of the soothing agent include
benzyl al cohol. 20 Preferable exanples of the preservative include paraoxy
. benzoic acid esters, chlorobutanol, benzyl alcohol, phenethyl alcohol,

ot B e ST DU A eSS TR Bl L 2 S

i ncl ude wat gid Sy a8y & 111341 d¥eg MRyatL seebgtesedhal BoliBRBAELRyY SHEE as
L bl e og SR 0rd cfledijgdl e yeI Pon NES o hoans B e PSRy RLay SUA!

and 2), watléYleCP%Qﬂ%FEﬁ% qaeﬁ@rpl nts (e.g., alunminumsalt of the
af or ement i oned ererﬁ]e?ﬁb‘i@ %ﬂlﬁaégtbﬁggmtﬁ)e i@ goﬂ%{:”iﬁ&l@c@ Ps s (e.g.,

(3-carotene, chlorop Pre erabl e exanples of the
sweet eners i eitl ardiedesodi e rsiace HDarmarm@,lt@llpoDassmmtgﬂyeydr plecoaee, aspartane

ot epar ol | ons such ‘B2 SEARISL EXRACH] 88 T HO EOF nh™C SO0Qort: CHFR TG0 R

i CrOcapSU|IﬁﬁsptgiteéluIa&%tarw)defa&bomrc@pande&uh&a@as, suspensi ons and

sust ai ned-r el easi ng arations and parenteral preparations such as
injections (e.g. Preg é‘g’tlénééé‘%‘P;LﬁFeElfl ghe PRPFAVRAoYIeT ) BREIWiE Denzyl
i ntranuscul g/ Hdy ection, intraperitoneal injection, intravitreous

i nj ection), 30 eye drops, external preparations (e.g., transnasal

pr epar atioon, tr drederabllepespapdesonfabbe opnesenvytise pposiudy issrdexy. ,

rectal SupROSLIGLY 0% Mol SRRORLOK): PELLELS BPLoALENS o RlE fhese
phar maceut |ac]aiomnpaﬁhtylmc@@cbacmaeaaaedobblc29c¢@nvent i onal nethods in
the technical field of ghar m;c%,lsgcgf as thr? lrre)t{fé)glg dlensclrdéoed u|lnflt he
Japanese Phar macé6érgable example the antio t include sulfite
and ascorbate.
15 Preferable examples of the colorant include water-soluble
edible tar pigments (e.g., edible pigments such as edible red
Nos. 2 and 3, edible yellow Nos. 4 and 5, edible blue Nos. 1
and 2), water-insoluble lake pigments (e.g., aluminum salt of
the aforementioned water-soluble tar pigments), and natural
20 pigments (e.g., P-carotene, chlorophyll and colcothar).
Preferable examples of the sweetener include sodium
saccharine, dipotassium glycyrrhizinate, aspartame and stevia.
The dosage form of the pharmaceutical composition
includes oral preparations such as tablets, capsules (including
25 soft capsules and microcapsules), granules, powders, syrups,
emulsions, suspensions and sustained-releasing preparations;
and parenteral preparations such as injections (e.g.,
subcutaneous injection, intravenous injection, intramuscular
injection, intraperitoneal injection, intravitreous injection),
30 eye drops, external preparations (e.g., transnasal preparation,
transdermal preparation and ointment), suppositories (e.g.,
rectal suppository and vaginal suppository), pellets and drops,
and these can be safely administered either orally or
parenterally.

35 The pharmaceutical compositions can be prepared by
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Specific process for producing preparations will be described in detail

- below. 5 For exanple, oral preparations are produced by adding, for

exanpl e, an excipient (e.g., lactose, sucrose, starch, D mannitol etc.), a
di sintegrating agent (e.g., calcium carboxynethylcellul ose etc.), a binder

" (e.qg., gelatinized. starch m ar abi ¢, car box hyl cell ul.ose, so
hydroxyprop§P8¥Fng‘8§3? ’B%W?%}I%yi‘rby@} I?%%Hélce%/fg‘%l%lr&éD : D T (e

tal c, magneskufhstRathb8s QOsyeibyd ene tHey cCRlpar®) ”idrmadopadiaicti ve

i ngredi ent, conpression-nolding them and, if necessary, coating the nol ded

materi al wi PRE§1EdGt PRYCeDHRASEODYPEOIE IR RERRAT Perorse Widrl e dssicddedof

taste maski g, gdpaeNtBLiS,Coating or sustainability. Exanples of the coating

base include a sugar-coated base, a water-soluble filmcoating base, an

enteric f91 m coatfory dxamnle a ot Finserdnadlioasi agef Preducadi hy bddéngnd t he

i ke. As the _sugar- ted bas sUcrose is use nd one or t 20 or, nore
menbers sel g8fe%x r%%gt a %,e’f)f%%ll%rll afee'c?'c’al calcgcnqsaedar %ocnré)tsée,’ \é’gﬁgtc?ln, BQum
arabi c, pul hghabtoTasbaupp aekisirtddmatirikagat be.used gadiciulmy. Exanpl es
of the water-soluble fi]lmcoating base include cellul ose polyners such as
hydr oxypr op§RERPRYPSERY Lol WAR e \ropyl Retthyidsd | (@-Gse, gelatinized

hydroxyet hykegl Lyl ogem afehn 1! hyd sl prenetidLaldigsese; synthetic pol ymers

such as pol yvinylacetal diethylam noacetate, am noal’kyl methacrylate

copol yneto Ehy&ndxygt ePE ¢ek hvkosmmdol ywomypirymngl igleade edcyVi @yl pyrrol i done;

pol ysacchar i . s pul | . I f e terl Llm IL.ng

base i ncl udjéggg%a?ﬁ?og% (%'o'l yérgejgs]’ s"ﬁaggnn%a% y%ﬁzg%fﬁﬁ%pyﬁ%%? ﬁ;ﬁggﬁkﬁl §g§E°T

pht hal at e, 6§00 oxydropyd et hadcield Umgedesitgt ecrpeeissaba,-molding them

car boxymet hglgt h}/l cel lul ose, and cellul ose acetate phthalate; acrylic acid
" as &3

pol ymers su hRFRISATY S9- AGhaihpnde ldesk magEgad if’lEh(f‘rﬁa thade) ,

Rohmphar ma] pa SBUHRCL Whd th&F ikhown per se for the purpose of taste masking,

15 enteric coating or sustainability.

Examples of the coating base include a sugar-coated base,
a water-soluble film coating base, an enteric film coating base,
a sustained-releasing film coating base and the like.

As the sugar-coated base, sucrose is used, and one or two

20 or more members selected from talc, precipitated calcium
carbonate, gelatin, gum arabic, pullulan, carnauba wax and the
like may be used jointly.

Examples of the water-soluble film coating base include
cellulose polymers such as hydroxypropylcellulose,

25 hydroxypropylmethylcellulose, hydroxyethylcellulose and
methylhydroxyethylcellulose; synthetic polymers such as
polyvinylacetal diethylaminoacetate, aminoalkyl methacrylate
copolymer E [Eudragit E (trade name), Rohmpharma] and
polyvinylpyrrolidone; polysaccharides such as pullulan.

30 Examples of the enteric film coating base include
cellulose polymers such as hydroxypropylmethylcellulose
phthalate, hydroxypropylmethylcellulose acetate succinate,
carboxymethylethylcellulose, and cellulose acetate phthalate;
acrylic acid polymers such as methacrylic acid copolymer L

35 [Eudragit L (trade name), Rohmpharma], methacrylic acid
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30 copolymer LD [Eudragit L-30D55 (trade mane), Rohnpharma], and
~methacrylic acid copolyner S [Eudragit S (trade nane), Rohnpharma]; and
natural materials such as shellac. Exanples of the sustained-release film
coating base 5 include cellulose polyners such as ethylcellul ose; acrylic

“acid | h ' | kyl t | RS [ Eudragit_.RS
(Fr ade’ nansFoRRRMBRE: ] EAREREthy SR X S AR re Ao edre 1o B8R, mer
suspensi on hEvHaagylidEaéidadspspydr s REumhafim]s Hathke henegnment i oned

coati ng bases nag be used by nixiqP two or. nore kinds of themat an
appr opri at eRghFRRaEma] h aBdRaTere L e ticas micta a3 gheldiicel di ng agent

such as titani umox o ANk I1HN SRSGUIRH-JR 1TBY D 1URCdoakBhgCHLOAS are
prepared by dissolving, suspending or 15 erulsifying an active I ngredient
t oget her M thciudéspeltihese apehymgrs gsuclhphdsy sitivdiae 18@ 1osely ecyatlhyl enéd
hydr ogenated ,castor_oil 60,_polyet.hyl en | ycal .. _carboxynet hyl.cell ul ose
sodiun1argiﬁg}§m%f%.??c%.%ﬁeﬁé&%égi%ig(ﬂéﬁﬁ%a%#%ﬁ%ﬁ ﬁgFggﬁﬁér %FogéPég?ngn,
benzyl al coRsl (teador et arRdhmgheied ] etahd ety 12QdsAlaari/tetByd. , sodi um
chloride, glycerin, D-mannitol, D sorbitol, %Jucose etc.) in an aqueous
sol vent (e.BetharsyiateCoRRtEreT AR dEvdnadid N dgerde 88181 i on
etc.) or ang@hhynaspAyent (e.g., vegetable oil such as olive oil, sesane
oil, cottonseed, corn oil etc. . propylene glycol) . Upon this, 25

addi ti ve® such asThe sflansiMentdoned goatdodi bassal ngyl heeusedoldy unixntey at e

etc.), a stagillzen, (& G nqumn albuy n ete,) .30 2,309LRL g agent (benzyl
nay d? h ntent of a“co &

al cohol etc. e use € co ound having an angi ot ensin
Il 30 ant agadisisom, anbdrvidoptiing, phdringeuhiedldiagmpaenti enchsasgeneral |y
about 0.01 to about 99, W%Qé%meiqpt, refenﬁgl about 0.1 to about 50% by
wei ght, of PhERRHYT Lt it AS X "ao e, USPAce a compound

havi ng an Injections are prepared by dissolving, suspending or

15 emulsifying an active ingredient together with a dispersing
agent (e.g., polysorbate 80, polyoxyethylene hydrogenated
castor oil 60, polyethylene glycol, carboxymethylcellulose,
sodium arginate etc.), a preservative (e.g., methylparaben,
propylparaben, benzyl alcohol, chlorobutanol, phenol etc.), an

20 isotonic (e.g., sodium chloride, glycerin, D-mannitol, D-
sorbitol, glucose etc.) in an aqueous solvent (e.g., distilled
water, physiological saline, Ringer’s solution etc.) or an oily
solvent (e.g., vegetable oil such as olive oil, sesame oil,
cottonseed, corn oil etc.. propylene glycol). Upon this,

25 additives such as a solubilizer (e.g., sodium salicylate,
sodium acetate etc.), a stabilizer (e.g., human albumin etc.)

and a soothing agent (benzyl alcohol etc.) may be used.

The content of a compound having an angiotensin II
30 antagonistic activity in a pharmaceutical composition is
generally about 0.01 to about 99.9% by weight, preferably about
0.1 to about 50% by weight, of the whole preparation.

As mentioned above, since a compound having an

35 angiotensin II antagonistic activity represented by compound A
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35 angiotensin Il antagonistic activity represented by conpound A 31 shows
~a body weight gain suppressing action, it can be used as a body wei ght gain
inhibitor for a mammal. The mammal to be the applicable target only needs
to an animal wishing to avoid body weight gain and may be an ani ma
"genetically having a risk s of bod mei%_ ain or .an animal suffering from

ht

a |ife-styl B0¥2| ey webaht SURRTESSEY, Anfperrendi 6R%aRE gFed as
hyper|i pi degi o@pdud ftght idein Ththide MGt GRihaTlY PRe CRAERST Y be
excessive food ingestion or dietary habit wi thout nutritional balance, or
i nduced by Bherapmiderkle/ targspaitlivc negdggdst anorniRalaféebipgt tonavold
life-style t.ed. di . Itian, b ' gaLp:nRay.be.: tpat
bef ore reaé%%%g‘ﬁgﬁﬂg?t ,qﬁfui gFgg eéa%affgﬂ%lMAt e%%%%??%.ﬁiglu ed ﬁé%gin,
t he obesist yof sboldf i weeithlty gr iBMox Bodwniasd [sudderipgdy rasi ghlifékgrylébody

hei ght (m]2). of not.|less than 25 ased on the 15 criteria, of JAPAN SOCI ETY
FOR THE. SrUEH e Rt SAge (ith A3 S0 teang hADETLeOP LBt SHAL8%  han 30
(based on WHR &Fliwidahia fald W angles. THRI bediyhaeagant gQﬂ.ntxlﬁ§¥pb€5§£|ﬁsed

invention is preferably used as a body weight gain inhibitor for obese
patients wilh exeesimetiecd ingestise srsdigseqyf babikewptihpese of

SUppr essi ngy g hady, ey ghiy gaid) oy q%%%%eaabkget praBhL26LRgC) LARLYBLLOLS
conplications such as insulin’resistance, inpaifed gfucose ' tolerance;

di abet estos uaderas fors ulien afomraepdridaed difeeseyle tryppeted disbeses, thype ||

di abetes associated wi.th insulin resi stance, | -di abetes associ at ed
e puithadige vt 2T R SR LA RE RS SRS ST e St

hyperi nsul iglesd g6y, yelHansifOr pe%aenat @dth bBekhisyl | Ay et HERIin,
hypertensi on associated with inpaired ucose tol erance, hypertensjon

associ at ed We PRt ds defgred Pyeal B IiéB@P&sMéFE.}PdeBO hoderveishon
associ ated wh IHSYH W) §7) 1 BBULLD 14681 SIAN0S OGN G Idhe
associ ation th hypertension, i npalred

15 criteria of JAPAN SOCIETY FOR THE STUDY OF OBESITY) for
Japanese, and a BMI of not less than 30 (based on WHO criteria)
for Westeners.

While the agent of the present invention is preferably
used as a body weight gain inhibitor for obese patients with

20 diabetes, it can be also used for the purpose of suppressing a
body weight gain of obese patients suffering from various
complications such as insulin resistance, impaired glucose
tolerance; diabetes such as insulin non-dependent diabetes,
type II diabetes, type II diabetes associated with insulin

25 resistance, type II diabetes associated with impaired glucose
tolerance etc.; various complications such as hyperinsulinemia,
hypertension associated with insulin resistance, hypertension
associated with impaired glucose tolerance, hypertension
associated with diabetes (e.g., type II diabetes etc.),

30 hypertension associated with hyperinsulinemia, insulin
resistance occurring in association with hypertension, impaired
glucose tolerance occurring in association with hypertension,
diabetes occurring in association with hypertension,

hyperinsulinemia occurring in association with hypertension,

35 diabetic complications [e.g., microangiopathy, diabetic
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gl ucose tol erance occurring in association with hypertension, diabetes

- occurring in association with hypertension, hyperinsulinema occurring in
association with hypertension, 35 diabetic conplications [e.qg.,

m cr oangi opat hy, diabetic 32 neuropathy, di abeti c nephropat hy, diabetic

" retinopathy, dlab t aract ssel. .di sease steopeni a, diabetic
hyper osnol arSEoHRAT QMQﬁéiﬁé?aﬁg leb?g?FaF8%§n°P%F8¥tious

di sease, urgiaserid a@étaﬁce@t i1y edivenasa, dd's@%%Tel veskebpbaehi odsagbsease,

i nfecti ous di sease of dermal soft tissue, i nfecti ous di sease of inferior

limb etc.), h29%ﬁﬁﬁmQ4§%ﬁ§WEhelnﬂﬁ?}lﬁﬁﬁtﬁlsﬁéﬁéﬁedes@nserSFPﬁéaFPﬁg
di abetic ce r%ﬁéet I?oﬁ?#'cﬁrseacgesorlﬂq %l}%tcltc {%%gl@%hgcd*ﬂsggﬁegeaﬁ?aést ve .

di sorder, ypertension and-the |ike i abeti c cachexi a, “di abetic
1o nephrcpaim@eqnmbuﬂuﬁﬂsdaseJ¥;mﬂgmuhpabldldesease§ ﬂermahesoﬁnpbuﬂduhaV|ng

an angiotens n [ an3§1on|st| acti vi.t g mg gh gg §a£ active
conpound, di’¥eH opef & NGSE1Shset™Ps 5%0 §-H7 LBNRITELET on
and grow h dfy b:lcﬁﬁih Vq?oie@r%d)rse@lrs@a@fdhé@ﬁ:dﬁQS d‘ibaét@&pééﬁébi/bﬁa@é@lé)ﬁ ensin

Il receptor, by the presence of angiotensin Il, or by the factors induced
by the pr es%#ﬁ%r% mlaﬁtéﬁs Periph&sdct heMpLRECRAHSHBL ARAEEBNFL 2Rt EEICh

di seases, f n@fﬁertth%ni'ﬂ{%] bheade20cPESSAMkEaCl aEaHLAC T YL hm
abnornmality, eart I seases (e.qg. cardi ac hypertrophy, acufe eart failure

and chram<mdnthPaﬁhMIamﬁbtmﬁcﬂuﬁeng congestive heart failure, cardiac
nyopat hy, angina pectoris, myocarditis, arrhythm a, tachycardia, cardiac
infraction etc.), cerebrovascul ar disorders (e.g., asynptonatic 25
cerebrovascul ar dissapgetcablandieabséschen thattankoundriebrialg £1 roke,
cerebrovascul ar denenti_a, hypertensive encephal op athy, cerebral _infarction

etc.), cer EtHEICERSIE Iée@@&ﬁépn&FF&GIéFBFVltﬁléﬁrﬁeP y$elr9Esrbland
sequel a of LANHRRY QAN @i3REdR5Sdel818pedNEH! REbSe SYRAPLOM s ASYSHY Ced

synpt om subjective synptom

15 by contraction and growth of blood vessels or organ disorders
that express via angiotensin II receptor, by the presence of
angiotensin II, or by the factors induced by the presence of
angiotensin II and the like can be mentioned.

As such diseases, for example, hypertension, blood

20 pressure circadian rhythm abnormality, heart diseases (e.g.,
cardiac hypertrophy, acute heart failure and chronic heart
failure including congestive heart failure, cardiac myopathy,
angina pectoris, myocarditis, arrhythmia, tachycardia, cardiac
infraction etc.), cerebrovascular disorders (e.g., asymptomatic

25 cerebrovascular disorder, transient ischemic attack, cerebral
stroke, cerebrovascular dementia, hypertensive encephalopathy,
cerebral infarction etc.), cerebral edema, cerebral circulatory
disorder, recurrence and sequela of cerebrovascular disorders
(e.g., neurotic symptom, psychic symptom, subjective symptom,

30 disorder in daily living activities etc.), ischemic peripheral
circulation disorder, myocardial ischemia, venous insufficiency,
progression of cardiac insufficiency after cardiac infarction,
renal diseases (e.g., nephritis, glomerulonephritis,

glomerulosclerosis, renal failure, thrombotic microvasculopathy,

35 complication of dialysis, organ dysfunction including
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. 30 disorder in daily living activities etc.), ischem c peripheral

circul ation disorder, myocardial ischem a, venous insufficiency,
progression of cardiac insufficiency after cardiac infarction, renal

di seases (e.g., nephritis, glonerulonephritis, glomerulosclerosis, renal

- failure, thronbotic m crovascul opathy, 35 conplication.of dialysis, organ
dyst unct i o PRIETORA Y 235 RO MATPer S4Cati R GAHIGE CePEop LS
arterioscl e{,gsiwdind)Cd #rH it AIIASC| (@T.Q81,S aheuGysmaNediyalkyCor onary

arteriosclerosis, cerebral arteriosclerosis, peripheral arteriosclerosis
etc.), vascAEErIfFererTPy, GREehRdr 23 tRypescA65RyY 16r BBFiPBRARLON and

organ di sorgdersy aid oferdJULIMENY OR A Rudar BEPEYERBRAYS LLERRA YN nal

coronary angioplasty, stenting, coronary angi oscopy, i ntravascul ar

ul t rasoursd, hywe rtacaplonary dabiricreebitoine anldecagpnetdd sprdeascafaer
re-obliteration and restgenosis _after bypass gol¥0ﬁtheiia to h;pertension,
organ di sortiere B ¥t 1S9 Hy FEAPSART ORFt &F 2PEr RS BRANE]FPBATY r ej ect i on
after transplaidplldsyy, edrding]i $Ra%8S rie allgiogkapgpMmantosubasulypert ensi on
etc.), thrombosis, nmultiple organ disorder, endotheli al dxsfunction,

hyper t ensi V&L tEasaHnd s, IndiHaso roRREYoFRE TP YEi Se 5B8%2PY. §C- Hecprs@i kAT s

thronbosi s, r QRS UGHIME RE TN §/eak hbkq Y 2oLy gipasder po1 Jey EhEREL! €rosi s

obliterans, obstructive thronboangiitis, 1ischenic cerebral CTircu atory
di sorderzp Ragpeukensigirseaygan Bdisgadedi sedsvastulyr hgpabdtophunaf ter

nutritional,_disorders. .(e. g., .obesity, _hyperlipiden hyper chol est erol em a,
20 hyperuri%ﬁﬁﬂ%ﬁ%ﬁ%ﬁa %%&ér%gpg %g?hh?65%%a%?%§?§?3?g?f}8nér%%Ui%%generation
di seases (eliesasiizheai.ner,’ gyldusease, oPalkirnEppesteaybdnosts. pnyetirao<is,

| ateral sclerosis, AIDS encephal opath etc.), central nervous system

di sorders @FiPl& TR dHé"r?ﬁPFlFag@Pé%P%M‘éiL PRPEPREFHID - t PP ERRAEIS and

conpl i cati Gynn 4 1€ ned %%!di%pggéhlkﬂjHi¥ea§§59?é?b.?d§@@p &P Ory

mal function, sensory functional disorder, autonom c hervous system

di sorderl5 thrombosis, obstructive peripheral circulatory disorder,
arteriosclerosis obliterans, obstructive thromboangiitis,
ischemic cerebral circulatory disorder, Raynaud’s disease,
Berger disease etc.), metabolic and/or nutritional disorders
(e.g., obesity, hyperlipidemia, hypercholesterolemia,

20 hyperuricacidemia, hyperkalemia, hypernatremia etc.), nerve
degeneration diseases (e.g., Alzheimer’s disease, Parkinson’s
syndrome, amyotrophic lateral sclerosis, AIDS encephalopathy
etc.), central nervous system disorders (e.g., cerebral
hemorrhage, cerebral infarction, their sequela and complication,

25 head injury, spinal injury, cerebral edema, sensory malfunction,
sensory functional disorder, autonomic nervous system disorder,
autonomic nervous system malfunction, multiple sclerosis etc.),
dementia, defects of memory, disorder of consciousness, amnesia,
anxiety symptom, catatonic symptom, discomfort mental state,

30 psychopathies (e.g., depression, epilepsy, alcoholism etc.),
inflammatory diseases (e.g., arthritis such as rheumatoid
arthritis, osteocarthritis, rheumatoid myelitis, periostitis
etc.; inflammation after operation and injury; remission of
swelling; pharyngitis; cystitis; pneumonia; atopic dermatitis;

35 inflammatory intestinal diseases such as Crohn’s disease,
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aut onom ¢ nervous system mal function, nmultiple sclerosis etc.), denentia,
defects of nenory, disorder of consciousness, ammesia, anxiety synptom
catatoni c synptom disconfort nental state, 30 psychopathies (e.g.,
depression, epilepsy, alcoholismetc.), inflammatory diseases (e.g.,

“arthritis such as. rheunat ol hritis steoart hgitis.. rheunat.aid
nyelitis, pél‘r:"lcgﬁ"‘ittlivg C8§§1.°?Si %H:ahﬁg?ril%% laoéjtse’r lorgfgéirazi'%"f‘q’lotno]hnd)r‘r:lﬁll"lnljaurry;

rem ssi on oHisswekl;i hgf lahasyogytpslmeysty tdSsegae it as adrepineorder,matitis;

35 inflammatory intesti nal dlseasefrBsuch as Crohn's. disease, 34 ulcerative

colitis etc_.p}Jl RERYi Bis CPAEF antdtBYYA ot U & 0t Stese;, P19 ¥t or y

pul nonary dicggageusyshsast@NPUMIN drgi U IR Ys S{d IF 0SS 141y iAMhitis,
sarcoi dosi s, pulnmonary tuberculosis etc.), allergic diseases (e.g.,

al | er gi ¢ ¥ hcARIRBCTEVEBAF unge VT e iRt Yaknabi hkattThalPAl L8154 .pol | i nosi s,
anaphyl axi s gL} o6BLOBLE. POSLALSLY CopULIRAN. diBtRTey dilest tial
pneunoni a, pneunocyti's cari nhi pneunoni a, col'age | seases (€.g., systemc
| upus eryt hémabodestist| pnedeomba, potymrdyerid icamwimi) priespainia,dicoddagen

(e.g., hepatitis io including chronic hepatitis, hepatic cirrrhosis etc.),
port al hyng‘F‘Eﬁ§fe8n,(ed‘?ges??@%ergﬁ%t%ﬁ%‘{)s%?yﬁ}?a(h@%s,' FEEFPEREMa gast ri ¢
ul cer, gastpbtysaneeitigastel L, digueied Bfdisdpefald.onhepdtsparsi a,

esophageal ulcer, pancreatitis, colon palyp, . cholelithiasis, henorrhoidal
di sease, (& atnEdYdingt chE’NHF hepakbphageRATH & toFdIPSétSe ©FC-Bl-08@TARd/ or

nyel 0poi eti gy fLSEaRESon ( Cafiyes EIVE N ACHIDY S0 HASGH! @ PUT BUIER, 124501 MTUNE

henol ytic anem a, dissem nated I ntravascul ar coagul ati"on syndrone,
mul ti pl e nyeghepaibyukter) ,obvneldi crases, (@RI.rid ddcionder afékraoperetion,
ost eopor osi

( ost eonmal aci bone P_égeel;' s di sea e,ti20 sc%l er osli n nyelitis,
"heunat of d GYTRPPETR: CRTRMFTH i1 Shr P s ad SR PPTYBae
dysfuncti onchyleUitloi 8418 ) dembsasiem] aidadseqr deirieks. yupsakkd bgnor,
tumors (e.g., malignant nel anoma, malignant Iyrg)hona, cancer of digestive
or gans (@{g§§ophagus and stomach etc.), blood and/or myelopoietic diseases
(e.g., erythrocytosis, vascular purpura, autoimmune hemolytic
anemia, disseminated intravascular coagulation syndrome,
multiple myelopathy etc.), bone diseases (e.g., fracture,
refracture, osteoporosis, osteomalacia, bone Paget’s disease,

20 sclerosing myelitis, rheumatoid arthritis, osteoarthritis of
the knee and joint tissue dysfunction owing to similar diseases
and disorder etc.), solid tumor, tumors (e.g., malignant
melanoma, malignant lymphoma, cancer of digestive organs (e.g.,
stomach, intestine etc.) etc.), cancer and cachexia following

25 cancer, metastasis cancer, endocrinopathy (e.g., Addison’s
disease, Cushing’s syndrome, pheochromocytoma, primary
aldosteronism etc.), Creutzfeldt-Jakob disease, urinary organ
and/or male genital diseases (e.g., cystitis, prostatic
hypertrophy, prostatic cancer, sex infectious disease etc.),

30 female disorders (e.g., climacteric disorder, gestosis,
endometriosis, hysteromyoma, ovarian disease, breast disease,
sex infectious disease etc.), disease relating to environment
and occupational factors (e.g., radiation hazard, hazard by

ultraviolet, infrared, or laser beam, altitude sickness etc.),

35 respiratory diseases (e.g., cold syndrome, pneumonia, asthma,
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stomach, intestine etc.) etc.), cancer and cachexia follow ng 25 cancer,
“nmetastasis cancer, endocrinopathy (e.g., Addison's disease, Cushing's
syndronme, pheochronocytoma, primary aldosteronismetc.), Creutzfeldt-Jakob
di sease, urinary organ and/or male genital diseases (e.g., cystitis,

Femal o df soPI ! PR CHAA: BUITEORAY: PGRUPRERS. SnHnBORBOPREEI &

hyst er onyongmb®Vadm s ¢l )seastredyions dissease, (esgx,i Mieali HEedts6as€
etc.), disease relating to envirqnnent and occupatlonal factors (e.g.,
radi ati on HAXERITeharey Promadalaviidst, indlugreaa, VéF”FasE?rﬁéanYléP¥|tude

si ckness etgd, %ﬁél@estﬁdél%sqrsy ‘i’ia%%%%‘i%l( %n&ect‘i%g ayegaegﬁeten?mn' a,

asthma, 35 pu]nDnar ypertensi on, pul nonary thronbosi s and pul nonary
ermbol i smset toygmiad etﬁt idus stipsdasesepdig. sheickal endpgoripushodkse@sas-with

cytonegal ovi rus,. . inf seuesnlzsa \@or us, Srllleor es._Vvi rus  ete. ) ri ckettsiosis,
bacteri al |?ﬁ%ﬁ§%dﬁs Hsedse é& ), 5% SXE ﬁlgs (e "sepsis, septic shock

endot oxi n wmﬁhlﬁmﬂmmglwls eAsies selkONeCgs hOM&nS;&ﬁéF sneyedtone,
otorhlnolaryngologlcal di seases .g., Meniere' s syndromg, tinnpitus
dysgeusi a, Yetigs- (ﬂ%ﬁ%ﬁﬂﬁ%abrWﬁﬁﬁlayspﬁéﬁﬁguéﬂ&b¥lumsk?ﬁsﬂhéﬁé%e%t?e)g ,

kel oi d, hengpgl AiBye 2 | @SIB i@ 1bidlonkRbhadbakYt bSobyROL ENStON) |
nyasthenla gravis, system c diseases such as chronic fatigue syndrone and

the |i kewcamtbeadm@immdlypqt@n@d@mm pHasitbaginconrvippr egstemiofdbseasas of
15 angi ot en II ul t:s i n r S t| n of
e Bl s A, bl TREQEENL ' SUPRLERLON R nBOIBILEL

di sorder or hétme yin ron an physiolrogi ¢

causes adul t dlsorders and various diseases linked with aging and t he Ilke,
which in turn leads to the primary and secondary prophyl axis of di seases or
clinical 20 conditions caused thereby or suppression of the progression

thereof. As the dihsaudetieh, amaﬁgneérﬁ\ys%ppf@@spéx@f&f\cetdﬁrbrﬁrat
physi ol ogi cal action, for exanp di sor or abnormality in

15 angloten51n IT results in the improvement or suppression of
promotion of disorder or abnormality in the biofunction and
physiological action, that causes adult disorders and various
diseases linked with aging and the like, which in turn leads to
the primary and secondary prophylaxis of diseases or clinical

20 conditions caused thereby or suppression of the progression
thereof. As the disorder or abnormality in the biofunction and
physiological action, for example, disorder or abnormality in
automatic controlling capability of cerebral circulation and/or
renal circulation, disorder of circulation (e.g., peripheral,

25 cerebral, microcirculation etc.), disorder of blood-brain-
barrier, salt susceptibility, abnormal state of coagulation and
fibrinolysis system, abnormal state of blood and blood cell
components (e.g., accentuation of platelet aggregation action,
malfunction of erythrocyte deformability, accentuation of

30 leukocyte adhesiveness, rise of blood viscosity etc.),
production and function accentuation of growth factor and
cytokines (e.g., PDGF, VEGF, FGF, interleukin, TNF-a, MCP-1
etc.), accentuation of production and infiltration of
inflammatory cells, accentuation of production of free radical,

35 liposteatosis accentuation, endothelial function disorder,
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~automatic controlling capability of cerebral circulation and/or renal
“circulation, disorder of circulation (e.g., peripheral, 25 cerebral,

m crocirculation etc.), disorder of blood-brain- barrier, salt
~susceptibility, abnormal state of coagul ati on and fibrinolysis system

abnor mal stat f blood a bl opod cel |l one ntuati on of
pl atel et agyt éh %ﬁ?@ﬂﬂq%y1 aq%ﬂqﬁﬁﬁgtPgﬁ%ggcgfﬁphrggﬁgg rd&f nablllty,
accent uat i Qﬁbﬁﬁhd’&ﬂéﬁi@@ﬂa&@dmlsﬁﬁﬁﬂzhsmuéb&é etchl gmndrphegesetysets. ),

production and function accentuation of growmh factor and cytokines (e.qg.,
PDGF, VEGFPHGH femtdare e ofr)a, PResurtigpcapd AUREhifAt fEREBFUation

producti on gnd,Jd fdddikaRl i< sHandenbhaMBE8nboses! $nafceest Yahaornoiin
production of free radical, 35 |iposteatosis accentuation, endotheli al
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nmor phogenesi_s. chan e o th noLph o proliferation
type etc.) e%ﬁckhw |on and uﬁggron(ggcentua d Bg$r§§%%5%?|0e subst ance

and t hr onbasjssyliyudincier sét(cer)dobb&bmawgtrbwuhboxaaelmeetc ) an@bdgé s i s
constriction of. bl ood yessel . etc., .netabolic dlsorder éserun1ll pid

abnornallt|@§‘lqﬂﬁﬂﬁ'ﬁ&%ﬁ?&a&tEafcu&SHSPﬁﬁFsggﬂﬁﬁﬂgo? Refpabigapillary

angi ogenesi st i(dNGUGHSharBR TR 2Mesauleganesbardyti AgraPIOsERbrSaRt |l ary
reticular formation in adventitial coat of arteriosclerotic zo | esion) and

the |ikdocaresionterridotde. 1dket Ravebet menpiesedt Ahvdirsicon then tresesdd as
an agent far Je*}& l%“ 'E%kyﬁ%”‘aséﬁcggd hYa QB‘BD?XP‘%@ é irgélggt{%“s oL d%agzg,
g., cerebr der

di sorders aSSOCI ed Wt various |se ses ascul ar
and organ pﬂdpMymamlassmctaéadméhereﬁnbhganrgaﬂoddensd&ssaamamnduthmmth 15

circul atory disease, i sorder associ ated. wi th, di abetes, an
OIEQ%é‘ agent of

di sor der aPFEPquﬁtQFFE FanEtS y E8RheBECRRREP bABLSTFIF RN,
the presentgilddteRir aBseeiabed 2H¥aBLAGROUSLYaHS@Usdde P 4 S50 Sa 1D wHiQUI d

suppress body weight gain, and who have concurrent|y devel oped the above-
15 circulatory 1sease, organ disorder associated with diabetes,
organ disorder after intervention etc.) can be mentioned.
Therefore, the agent of the present invention can be
advantageously used for patients who should suppress body
weight gain, and who have concurrently developed the above-

20 mentioned diseases.

When a compound having an angiotensin II antagonistic
activity is used in combination with a PPARy agonist-like
substance in the present invention, these may be administered

25 as independent preparations or may be administered as a single
combined preparation. When used in a combination of
independent preparations, the timing of administration of each
preparation is not limited, and these may be simultaneously
administered to a subject of administration, or may be

30 administered in a staggered manner. The dosage forms of
respective preparations may be different, and the dosage form
may be determined for each active ingredient, which is employed
for conventional pharmaceutical agents.

When a PPARy agonist-like substance to be used

35 concurrently is made into a preparation independent from the
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20 mentioned di seases. \Wen a conpound having an angiotensin Il antagonistic
activity is used in conbination with a PPARy agonist-li ke substance in the
present invention, these may be adm nistered 25 as i ndependent preparations
or may be admi nistered as a single conbined preparation. Wen used in a

conbi nati on_ of inC? endent preparations, ghe imn f adm. nis ratjcon of
cach | br epdiSRIBIRG CATOrd P CERCRREStRedd RBSHBRSPREFs AHELLFY. The
admi ni st er egyd aco%&tzajigﬁtngofthaedrﬁplxmz; £86H 08 - Pl k&BYu DS A AGH NI RIrrad I n a

st aggered manner. The dosage forns respective }?r eparations may be
di fferent, RirManelpsEagd Woracepdpble gereimtried Adrswadtiractisrs .

i ngredient, i [ g%ﬁ‘.gl P Kal veati.opal spBaryRLeUt LAY en
a PPARy agovn%q"{slt -1 kogr su g?)aéﬁgelntoobggqgsegkggecoﬁcugrgﬁt 'y J|:s n%lggfﬁl%%l%h
pr epar at ison seavt e madrer ifalemitclve pr@pacenpoundchavbaguaad angndt zddéed a3

antagoni stic activity, the _agent .cantaini,ng.the PPARy, agonist:]|ike

subst ance &S EftHim l“b‘falﬁ%l dl %df@gﬁ ?ngcgéﬁfﬁﬁ?%raﬂ 2F ss.ojpéclisuch
carriers, pHRipasien@3niselekenithodgaBbtutabhi aidsybshapersicoragait pnally 5
used as materials for preparatiagns can be used, and added as. excipient,

| ubri cant, IR ZdRG @IS e §Rahert 8Ps8PPEN1PF pAPAE| BPS; L1 Nt

di ssol uti on,RiflsaSéReNANR0 tAge Nl ke . | SO 2N RGN, RiHifekeaN¢ 300t hi ng
agent for l'iquid preparations; and the |ike. Wiere necessary, additives for
1o prepdratinsparafdienas spichs esvareservahivexi dahioxtdhnt i ngpbeeing agent,

sweet eni ng agent and the Like n | so_used. th arrier or additive,
those sim I5T etr{(?ntlﬁléz’ agFgfcerarléqut %g e?i?]égn S&énré%t?g\%%d?gﬁ'e content of a

PPARy agoni st-1|i ke sHbstapegernoa dd&dpbivapceidse ad intidrodd ithie cont ai ni ng
t he PPARy agoni st-1i ke substance is,gener ally about 0.01 to about 99. 9% by
wei ght,  préP&eRshy19p66t c8n1PeomeBELPRSB% by wei ght, of the whol e

The content of a PPARY agonist-like substance in a
15 pharmaceutical composition containing the PPARY agonist-like

substance is generally about 0.01 to about 99.9% by weight,
preferably about 0.1 to about 50% by weight, of the whole

preparation.

20 The agent of the present invention is effective for the
suppression of body weight gain observed in patient with
various diseases (e.g., diabetes and the like) and under
medication of a PPARY agonist-like substance (e.g., insulin
sensitizer) and useful for the treatment/prophylaxis and the

25 like of the angiotensin II-related diseases (e.g., the above-
mentioned hypertension and the like).

The agent of the present invention can suppress a body
weight gain induced by a PPARy agonist-like substance, which is
observed in patients (e.g., patients with diabetes) under

30 medication of a PPARY agonist-like substance to, for example,
not more than about 80%.

The applicable diseases of the PPARy agonist-like
substance include, for example, diabetes (e.g., type I diabetes,
type II diabetes, gestational diabetes mellitus and the like),

35 hyperlipidemia (e.g., hypetriglyceridemia, hypercholesterolemia,
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preparation. 20 The agent of the present invention is effective for the

- suppressi on of body weight gain observed in patient wwth various di seases
(e.g., diabetes and the lIike) and under nedication of a PPARy agonist-Ilike
. substance (e.g., insulin sensitizer) and useful for the

" treatment/ h ' d.the, 25 like of th i.otensj.n.lL-related di
(g the BEBOS TR SRR ny PR TS et e TRd ot O REa L POEeTRE
present invgAli 8Re CBNkEMPPH ESISe Bi & Qsbnp Mt MHilorgAl (& .ig1duere deypat hPRARY

agoni st-1i ke substance, which is _ observed in patients (e.g., patients with
di abet es) uREERTrSP2RRY; cBE T HRPRA LhY PRARATRfON Staqhded Hepsitince OS§eOPERia

exanple, n ab 9 | I S S PPARy
agoni st -1 i kghdrs%{l)%t %1%1?:@ i n%%%%@ o@%ﬁ%lﬂeﬁ%a&et es : e.'ggfbe%ggg’l

di abet es,5 bypeopdrds bbeteschapeist atd .anal cirabietoss: toels icagbexnd,t he |ike), 35
hyper | i pi dem e.g.. hypetriglyceridem a, hyper.chol esterol ena, 38

hypo- hi gh dghg?%ﬁug?$%p¥§§hﬁ§é§ﬂzéaﬁﬁéiﬁﬁzﬂﬁﬁg%xﬁﬁypg?Fﬁﬁﬁdgngle 5Rd the

| i ke), di abrtnépsthp| i Cathemisa (Rud.to rHddMYpathisplaepakiy, duet ksopat hy,

cataract, nmacroangi opathy, osteopenia and the |ike), inpaired glucose
tol erance (LEf§CtEPRsiy, &t BIodhS 2cidfred drfung. deddrdpR6iat ous

cachexi a,  Lyher&HL PUSE £aGHeX For dIARRIIMGIRACHEX R yedehexl BydYe t9ndrome,

henopat hy, cachexia due to endocri nopat hy, cachexia due to infection, or
cachexi aldduge s babons ¥ edfi dbetige migfliidivencyergyindriseasesf det ¢g- |, i déabetic

hypert ensi on ol yeysti c_ovary syndraone,. i o _gest ati,onal, di abetes |l itus,
renal i sead REFRPAENY yiedontib tananhE ks, olomeRbIdRaegRp ey shebirotic

gl oner ul oscsend@sdme, NepFeidns i viy MEphiTR s dlgpestiensievd Bepbeosehel 0di seasad
stage renal disease  and the like), nuscul ar dystrophy1 n% car di al
infarction,a%ﬂg??E1%%%ﬁkwi@HSQﬂ%qééfbVﬁgﬁﬁpﬁﬁ gyeGedeis (é.g?FcEé?%bral 15

infarction, agtifkPectdSi | dRYHACE 12¥N A QR dePENJEORE, Xcerebral

15 infarction, stroke), insulin resistance syndrome, Syndrome X,
hyperinsulinemia, sensory disturbance in hyperinsulinemia,
tumors (e.g., leukemia, breast cancer, prostatic cancer, skin
carcinoma and the like), irritable bowel syndrome, acute or
chronic diarrhea, visceral obesity syndrome and the like. 1In

20 addition, the PPARy agonist-like substance can be used for the
treatments aiming at improved insulin resistance, enhanced
insulin sensitivity, and suppression of the shift from impaired
glucose tolerance to diabetes. Furthermore, the agent of the
present invention can be used for contrelling appetite and food

25 1ingestion in the patients undergoing treatments of diabetes.

For diagnostic criteria of diabetes, Japan Diabetes
Society reported new diagnostic criteria in 1999.

According to this report, diabetes is a condition showing

30 any of a fasting blood glucose level (glucose concentration of

intravenous plasma) of not less than 126 mg/dl, a 75 g oral
glucose tolerance test (75 g OGTT) 2 h level (glucose
concentration of intravenous plasma) of not less than 200
mg/dl, and a non-fasting blood glucose level (glucose

35 concentration of intravenous plasma) of not less than 200
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hyperinsul i nem a, sensory disturbance in hyperinsulinema, tunors (e.g.,

| eukem a, breast cancer, prostatic cancer, skin carcinoma and the |like),
irritable bowel syndrome, acute or chronic diarrhea, visceral obesity

- syndrome and the like. In zo addition, the PPARy agonist-I|ike substance can

" be used for_t treat ment.s ai mng At ,i.nprov i psul Lp resi n enhanced
insulin sen@??ﬁ%rty% %ﬂﬂ#&ﬁ&ﬁﬁ?gggigﬁl&ﬁn hgnggffFﬁ%r8§9Y§p%§%gﬁ8§%?ucose

tol erance taidbabetesnd i fherwt ef rdmher aageitidiafi drheshoprieseat flagteng on can
be used for_controlling appetjte and food 25 ingestion in the patients

under goi ng PreSEnBhESOR? Hrvdbt EBLUCIRS ARERTISE T A idfe AP T8 BPHBet es,

Japan Di abebegsmapChetl Ves £PAH AL NEWMHAINIST 0750?5 (634al18 g1 cb889 t SAG e QR EENY
to this report, diabetes is a conditi'on show ng 0 any of a fasting bl ood
gl ucose leveestglteoseOeBhcehth akdoml ofglugnseavonsentyiaddon) odf not | ess

than 126 ngé.lqjcra elzc?ll.l%n;?%%alma)gl&ﬂ‘?%eesst Oéﬁ%glg%% (%@tdl(”?§ngsx%2]:y§88 E_gvel

(glucose concentra I ntravenous p not |es ng/ dl
and a non-fasliad & vocrdgriciose tygwei. (gl ucose 35 concentrati on of

i ntravenous plasma) of not |ess than 200 39 ng/dl. A condition not falling
under the above-nentioned diabetes and different from"a condition show ng

a fasting blood g l&‘dbﬁie;iloel\celre@@wqgged@aaﬁsaﬂat bentebihNEEAVENIMStes,
plasma) of less than 110 ng/dl or a 75 g oral glucose tolerance 5 test (75 ¢
OGIT) 2 1 | eeel dipnessic cohid@aftiatiane dgepartedabanddd glrhsndnesicarss t han

140 mo/dl ™ Snop DBl o tADE) - 5 1 A 1180 139 PALER)) RRict ¥RET90kN addi tion,
regardi ng diagnosiic criteria tor di"abet es, o new di aghostic criteria were
reported by ADA Adberdimy i tanthddehsims thss aliadtaters) iisn al@dndandohywiio:=i n

1998, Focordhas: e Lhese Leponia 4 abelde Hh.fosandiiion ers, Lhe facing
than 126 nygétheusinsh ddie)2-iPHotvalds® than 126 mg/dl, and the 2-hour value
15 (glucose concentration in venous plasma) of the 75 g oral
glucose tolerance test is not less than 200 mg/dl.

In addition, according to the above reports, impaired
glucose tolerance is a condition where the fasting blood
glucose level (glucose concentration in venous plasma) is less

20 than 126 mg/dl, and the 2-hour value (glucose concentration in
venous plasma) of the 75 g oral glucose tolerance test is not
less than 140 mg/dl and less than 200 mg/dl. Furthermore,
according to the ADA report, a condition where the fasting
blood glucose level (glucose concentration in venous plasma) is

25 not less than 110 mg/dl and less than 126 mg/dl, is called IFG
(Impaired Fasting Glucose). On the other hand, according to
the WHO report, of the conditions of IFG (impaired fasting
glucose), a condition where the 2-hour value (glucose
concentration in venous plasma) of the 75 g oral glucose

30 tolerance test is less than 140 mg/dl, is called IFG (impaired
Fasting Glycemia).

PPARY agonist-like substance can be used as an agent for
the prophylaxis or treatment of diabetes, borderline type,
impaired glucose tolerance, IFG (Impaired Fasting Glucose) and

35 IFG (Impaired Fasting Glycemia) as defined by the above-

40



15 (gl ucose concentration in venous plasm) of the 75 g oral gl ucose

tol erance test is not less than 200 ng/dl. In addition, according to the
above reports, inpaired glucose tolerance is a condition where the fasting
bl ood glucose | evel (glucose concentration in venous plasm) is |less 20

“than 126 . t ho I : se at ] i e
pl asna) op% dllét]f%{%d ol?eg'f 2dgllhd ose é(;ﬁcéﬁlg;ﬁclf gl%t'eslﬁg?égﬂ%%' Pgés]sé@%%e/n C;I‘?lgt'sn neg/ dl
and | ess t hate 280t npivntifat tder piesentacher girogresstibe ADAthepbotdealine

condition where the fastin bl ood ql ucose | evel | ucos oncentration in
Comas ol'aehenS: JMied fnd it ol s 2ReRy THR, (rHoeieRs P08 Ry a1 Ol

cal led | FGg{depady esk Fasd | (GnfdiUeRs &hstPhdt B2 yekher) hagdaiageeeding to the
VWHO report, of the conditions of IFG (inpaired fasting glucose), a

conditiof where the 2-hour value (glucose concentration in venous plasm) of

the 75 g oral gl uco ol e C t ks S 14 i | ed

| FG (i npaired Fz;ig%t %ﬁéﬁ%li?glém'rtg)g. ggéﬁayoggghggﬁy%?%tst&%%n c%%l (t:)kgé used

as an agentudexd ir heongriomtyilcaxiwd thr pheeaboentickldegbetessubbraeréi ne type,

i mpai red gl ucose tolerance, |FG (l.npaired Fasting d ucose) and_35 | FG

(Impai r ed AR T o AHT)E 0TCHAREBy PnEbSBaRELEag FRREFofGE new

di agnosti ¢ gfdb&did.cdplae®ionishe aagaRiichybBelipiasant Ag¥eD] | QN Lbi-

prevent the progression of the borderline tyge, I npai red gl ucose tol erance,
FEgmp

| FG (| npdi ristPeaansiy sdagsdde) 2odivreticrmpai S8erapeeryecnvelti can

di abet es. ;gﬁ? QN s n f e S ' j be used in
conbinatiohﬁgﬁt p é%ﬁgggﬁ%?% Iggg%ﬁgstégcﬁﬁgg gﬂgfhg¥§gE%?PE82g%nt for

di abet es, aahbmrdpadad asagerrbdnatdcabdirig) conp i additoivgy, dihe agent per
anti - hyperl i an_anti .io h ertegsive a ent, a diureti

e @z _ .
Chemot hor afnds e R e SRt ARTERGERE AP0 PE AGEnE AR LT HhoR d2uds.

(herei naft eynfl@sBeotherwise specified, when simply expressed by “in

15 combination with” in the present specification, they may be
administered as independent drugs or may be administered as a
single combined drug. When used in a combination of
independent drugs, the timing of administration of the agent of
the present invention and a combination drug is not limited,

20 and these may be simultaneously administered to a subject of
administration, or may be administered in a staggered manner.
Furthermore, two or more kinds of combination drugs may be used

in combination at an appropriate ratio.

25 The dose of the combination drug can be suitably
determined based on the dose clinically employed for each agent.
In addition, the mixing ratio of the agent of the present
invention and a combination drug can be determined depending on
the subject to be administered, administration route, subject

30 disease, the symptom, combination and the like.

As the therapeutic agent for diabetes include insulin
preparations (e.g., animal insulin preparations extracted from
the bovine or swine pancreas; human insulin preparations

35 synthesized by a genetic engineering technique using E. coli or
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abbrevi ated as a conbination drug). In addition, the agent per se of the
present invention may contain such conbination drugs. Unless otherw se
speci fied, when sinply expressed by "in 15 conbination with" in the present
specification, they may be adm nistered as independent drugs or may be
~admini stered as a ) Si n_glf combi ned dnug.. Wen (used in a.cenbination, of

i ndependent 2 d¥TRZT) t HE FTHT Y G QdRHIRLTAE oIF & t NE9AGESE Sot 2°PRROBPesent
i nvention anilghitehpienidlitaieigtics )notbilguintield az@nasd (ehgse phgniermin,
si mul taneousl}\_/%adm' nistered to a SLgbj ect aqf. adm nistration, or nay be

adni ni st er EFTHPH St a PR - PO EETRFIGR ol & - Ri nds of

combi nat i ong ¢l £Gisy IBYed gt (& LONMRNMUtamidle a1apRheRamake,rati o. 25
The dose of the conbination drug can be suitabl eterm ned based on the
dose cli rfi c@liglawidey «th kP iggenttolaz it BERLORREARLLPAg rati o of
the agent o : i v-gr@]:;'- nd 3 - iqnat i C be determ ned
dependi ng o‘%li;(?ﬁ%&ugj g:ef' td(;hbe élggn]id%'stggrlg)gfmlggrﬁ P?S%Dggplggng?gl]?é, subj ect
30 di sease, repmykimide,ms cgmgli imdidegn narégtlieildekemiAsgilheitihepapeétusi ¢ agent

for diabetes jnclude jnsuljn r ratiqns.(e.g., .animal .insulin

prepar at i onS2 kSt FAIHF fsr}y atteEre Vi n(?%(?r' lgwPR¥ 1380 8P8RES T RukEnTt nsul i n
prepar at i onsra®l SHHe s t%eq bprHdsgRRelire sangl peskpRatheehMhAUBi H6+8T (& gCcoi f
or 41 a yeast), a-glucosidase inhibitors (e.g., voglibose, acarbose,

m glitollo e@rpdiatacid @b hiagdath@e lafencan( BegmensheRetdrnin, netfornin,
buformn etc.), i ' ) Sul: . Ur : g.,

tol but ani de, gl bﬁﬁﬂaﬁ@?ﬁfaﬁlﬁ?“% S TR grl%?%g% gg’,’@?g%}?é‘%ﬁ%é,

acet ohexan allejos | neslupyarsaniiad i bglitiomspi(ei.de, gbilpestde, gbgbuestatetc.),

TR ST I T SR e
phosphot yr asi nefhgs phaiudse riophiikl facsofe. de. gl 9 NERAANT-3¢i BDRE Cefic and t he
| i ke can be nentioned. i o
15 neurotrophic factor production-promoting agents, PKC inhibitors
(e.g., LY-333531 etc.), AGE inhibitors (e.g., ALT946,
pimagedine, pyratoxathine, N-phenacylthiazolium bromide
(ALT766) , EXO-226 etc.), active oxygen scavengers (e.g.,
thioctic acid etc.) and cerebral vasodilators (e.g., tiapride,
20 mexiletine etc.) can be mentioned.
As the anti-hyperlipidemia agents, statin compounds
which are cholesterol synthesis inhibitors (e.g., pravastatin,
simvastatin, lovastatin, atorvastatin, fluvastatin,
cerivastatin, itavastatin or salts thereof (e.g., sodium salt)
25 etc.), squalene synthetase inhibitors or fibrate compounds
having a triglyceride lowering effect (e.g., bezafibrate,
clofibrate, simfibrate, clinofibrate etc.) and the like can be
mentioned.
As the antihypertensive agents, angiotensin converting
30 enzyme inhibitors (e.g., captopril, enalapril, delapril etc.),
angiotensin II antagonists (e.g., losartan, candesartan
cilexetil, eprosartan, valsartan, termisartan, irbesartan,
tasosartan, olmesartan etc.), calcium antagonists (e.g.,
manidipine, nifedipine, amlodipine, efonidipine, nicardipine

35 etc.) and the like can be mentioned.
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As the therapeutic agents for diabetic conplications, aldose reductase
Inhibitors (e.g., tolrestat, epalrestat, zenarestat, zopolrestat,

m nal restat, fidarestat, SNK-860, CT- 112 etc.), neurotrophic factors (e.qg.,
NGF, NT-3, BDNF etc.), is neurotrophic factor production-pronoting agents,
"PKC inhibitors (e.g., LY-333531 etc.), AGE inhibitors (e.g., ALT946,

pi magedi ne, pyratoxathi ne, N-phenacylthiazoliumbromde (ALT766), EXO 226

etc.), active OXyQennICayRNIebesi®ydagenth), O%kceﬁﬁx‘nﬁlét Ccdn®Psh cgé@ﬂ{gﬁl
vasodi lators (e.g., tiapride, 20 nmexi etiné etc.) canh be nentioned. As

ant i - hyper langiideres i4yeroentstigt on . cErpbandiuranieh, af enthoraming of
synthesis i @r?c:etr_%{l e &:QputREAY Agt aé;tn?epr%g}{éﬁ %I 4 %ﬂrxé’*g%ﬁ@é{%auqdol

atorvastatin UVAasSt 4t | n, Cerivast I'tavast her'e
(e.qg., SGdeh‘éM}irbpaﬁoé.lanu)le sqglabeneosygrt betape pahchedvis bipdsdrate
conpounds having a triglyceride lowering effect (e,qg., bezafibrate,

cl of i br at e, 1rdyif¥] étée 8I |rn8F|]-5F’&P§ gtE:) - a%%i FRNIFEe (nd be Clmte2ded.

As the antidppeictianai,veragentsy,agalobensin APPYETY | NEMS-300 WY Mead 44y t or s
(e.qg., captopril, enal apri |l del april etc. angi otensin Il ant agoni st s

(e.g., |os&Wkcan, ' eandesaicanepridgst |(P geprb%Ia‘HIan CNEF sbeibimry er m sartan,
b t |
| rbesartan,, nfz?ﬁc%%%ltca@ac% E.IESQEEa ﬁoi%c%ﬂ&i’rﬂr‘?né Psl,éé ;S:,%é e} and

mani di pi ne, I'né oni I ne, nicardi pI né
the |ikeocdnnd urdptti, oFed- 15829Astth)3 andiltlmdae}sikq @gerns mdrrianeaipl e,

central acting anti-obesit ent xfenfl uram ne, fenfluram ne,
phent er mi ne, si bétr éfﬁiengluﬁéFég n’S%’é gﬁ%‘ﬂ% he¥ &t réezﬁh"cﬁﬁlve?

phenyl propa(réOL;am @ﬁeoﬁk@h@ﬂéogsm%csAll@@n&f@atwedBMe iddhidaidors (e.g.,
orlistat etc. U$33 agoni sts (e.g., CL-316243, SR-58611-A, UL-TG 307,

SB- 226552, SAJ—IQ‘ ateBmgc1960851am@m0ep@r%taon%ntﬁat4 cPemzgiges (e. g.,
leptin, CNE@cﬁngh%E¥a21de, trichlormethiazide, hydrochlorothiazide,

15 hydroflumethiazide, benzylhydrochlorothiazide, penfluthiazide,
polythiazide, methyclothiazide etc.), anti-aldosterone
preparations (e.g., spironolactone, triamterene etc.), carbonic
anhydrase inhibitors (e.g., acetazolamide etc.),
chlorobenzenesulfonamide preparations (e.g., chlortalidone,

20 mefruside, indapamide etc.), azosemide, isosorbide, ethacrynic
acid, piretanide, bumetanide, furosemide and the like can be
mentioned.

As the chemotherapeutic agents, for example, alkylation
agents (e.g., cyclophosphamide, ifosphamide etc.), metabolic

25 antagonists (e.g., methotrexate, 5-fluorouracil etc.),
anticancer antibiotics (e.g., mitomycin, adriamycin etc.),
plant-derived anticancer agents (e.g., vincristine, vindesine,
taxol etc.), cisplatin, carboplatin, etoposide and the like can
be mentioned. Of these, furtulon, neofurtulon and the like

30 which are 5-fluorouracil derivatives are preferable.

As the immunotherapeutic agents, for example,
microorganism or bacterial components (e.g., muramyl dipeptide
derivative, picibanil etc.), polysaccharides having
immunostimulant action (e.g., lenthinan, schizophyllan, krestin

35 etc.), cytokines obtained by genetic engineering techniques
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neurotropic factor) etc.), chol ecystokinin agonists (e.g., io lintitript,
- FPL-15849 etc.) and the |ike can be nentioned. As the diuretics, for
exanpl e, xanthine derivatives (e.g., theobrom ne sodium salicyl ate,

. theobrom ne cal ci um saIicyIate etc.), thiazide preparations (e.qg.,

" et hiazide, ,cyclopent zide, trichl ornethiazid hIoro hi azi

hydr of | umet F¢ 22 det? ‘beeﬁ%ﬁ rdritfT g? h‘I é %é?n I’uFﬁﬁS?VdS tindTaeng' ©
pol yt hi azi dgact®t hys!pt hlg’skzardﬂcfayece%co%tnly aldestiateng fpeeparations (e.g.,
spi ronol actone, trianterene etc.), carbaqgnic anh¥grase iinhibitors (e.qg.,
acetazolan1%%Y%H%99°le%H1dﬂﬁbéni%ﬁ%§@@f&ﬁ§ﬁl&énp EpBeREtiBREd( eWgth

chlortalid jde.td ndapamge et g) 1 razagerhde; i kaosor bi de,
ethacrynlcq&§c$%%%$§%(3 ani de, bunet’ani de,” fur osem de and %he | i ke can be

menti oned. As the chenntherapeutlc agents for exanple al kyl ati on agents
(e.qg., cyclophosg?anlde |f haméj taﬁ kg 25 gné onlsts (e.q.
nmet hot rexat e (%cif 9° ut 3985 €|6|8tﬁc§ ¥ g m t onycin,

adri anycin ﬁﬁ;&rév1nq)|a'ﬁﬁ1cdﬁrddk&ﬂmﬂlé@g@@nﬁﬁr afgRAlSmbaeys, aMENEL i §iEaE,
vi ndesi ne, taxol etc.), cisplatin, carboplatin, etoposide and the |ike can

be ment i one¥t LRFLHIMEe WhiGh dinsdudfe SYGLORKERCRAGSt ABRLPKEOBD §fiZh: ar e
51 uor our agidoieniaal s, 3 edpicelerallbarcniovblie LoTuRgt hosspatdie, agent s

for exanple, m croorgani sm or bacterrar—components (é.qg., nuranyl dipeptide
derivative, 1382l ,bamdgeattcer)onqo@ilegrsaz@@haesdés bavi mggeshmohoatématant action

geni | o englsimak &l ERMC optIRGYY VR T, BRY PRt Sf TR B AT

etc.), col thcsdstmﬂoatd ng. d. aCH@&aﬁletgasogéaaul:oozytmeﬁ@bmyraﬁidwl ating
factor, erythropoietin _etc.) and the |like can be nentioned, with
pref er ence RiiaBRIB hical, agenss | tetzahygroRanppRénod pharmaceutical

agent (publications are the same as the above), fat metabolism
15 improving agents (e.g., eicosapentanoic acid etc.) [British

Journal of Cancer, Vol. 68, pp. 314-318, 1993], growth hormone,

IGF-1, and antibody against TNF-a, LIF, IL-6 or oncostatin M,
which is a factor inducing cachexia, and the like, can be also
used in combination with the pharmaceutical agent of the
20 present invention.
The combination drug preferably includes:
1) an insulin preparation;
2) a biguanide agent;
3) an insulin secretagogue (such as sulfonylurea agent);
25 4) a biguanide agent;
5) an a—glucosidase inhibitor;
6) an insulin preparation and a biguanide agent;
7) an insulin preparation and a-glucosidase inhibitor;
8) an insulin secretagogue (such as sulfonylurea agent) and a
30 biguanide agent;
9) an insulin secretagogue (such as sulfonylurea agent) and an
a-glucosidase inhibitor;
10) a biguanide agent and an a-glucosidase inhibitor;
11) an insulin sensitizer (e.g., PPARy agonist-like substance);

35 12) a combination of an insulin sensitizer and the agent of the
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- Moreover, phar
" acknow edged i
cycl ooxygenase
49, pp. 5935-5

'acetate) [ Jgur nal
qucosterorﬁ %

maceuti cal agents having a cachexia inproving action
n ani mal nodels and clinical situations, which include

inhibitors (e.g., indonethacin etc.)[Cancer Research, Vol
939, zo 1989], progesterone derivatives (e.g., negestrol
_men% C%égr (glogy, Vol . 12, pp. 213-225, 1994],
[ anet asone t'c.), nmetocl opram de pharnaceutica

agents, tetnahyﬂé@@a@ﬂa@f el ogub as e Wrid al theag etie fapehitiicatigens: doe t he
sane as the above fat petabolism 15 inproving agents (e.g.,
ei cosapent afibRkeh ?dc%m%lﬁT%ﬁ%?Wsh Journal of Cancer, Vol. 68, pp. 314-318,

1993], growihy
oncostatin M

hot HOR €3 get {F - ren BiSh &N dHRALY AEAI N HorPrakabn) ofLkbo bk-6 or

which is a factor inducing cachexia, and the like, can be

al so used pareokbndattlorredih the pharnmaceutical agent of the 20 present

i nvention. The
pr eparati on;

C%Iig rpagﬂ 0 eq%nq:g o%r % %r l%'e%e!nQC Hggﬁtlo MQ”uEQ

|guan| agent n PRSUl i N Secr e agogue such as

squonyIureaomgfmmﬁionZMhtﬁ aadnmpmnuuﬂmna@&m@; Fhearmaugltscosi dhsse

i nhi bitor; 6

an insulin pre ara on and anrde age an |n ulin

prepar at i onPEFRIET EG RDS Hﬂi@bﬁg%% Cndd © n§é9?€%§¢85u8 (such

as sul fonyl gEas

(such as sulfon

PEESH )e BFEL @ of30;fféﬁ11%@edﬁsagepért9&u§ﬂrl SUthd §ess edagogue
| urea agent) and an_ (err)-glucosidase in ibitor: 10) a

bi guani o a@%ﬁﬂ Hh B ST T EGITUA U st @fe INSHiLET reParptiani nsulfanylurea

sensitizer %ﬁg i an 3 2 f an
i nsulin sens t?geﬁné) ﬁgggge%%“ifhgﬁ%%g§% %@gsnéﬁﬁl%ﬁeagggp é%O?PO@
reducer of dtbdwoshtsigea]l aiunbat hBherkérapeuthe agdatefbHects that will be

caused by these agents can be safely prevented. In addition,

the

doses of the agents for diabetic complications,

15 antilipidemic agents and anti-hypertensive agents can be

decreased. As a result, the side effects that will be caused

by these agents can be effectively prevented.

20 the

The present invention is explained in more detail in

following by referring to Experimental Examples and

Examples, which are not to be construed as limitative.

In the prescription shown as Examples, the components

(additives) other than the active ingredient can be those

listed in the Japanese Pharmacopoeia, Japanese Pharmaceutical

25 Codex or Japanese Pharmaceutical Excipients and the like.

Experimental Example 1:
Effect of 2-ethoxy-1-[[2'-(2,5~dihydro~-5-oxo-1,2,4-oxadiazole-

3-yl)biphenyl-4-yllmethyllbenzimidazole-7-carboxylic acid

30 (compound A) on body weight gain of obese mouse

1) Test method

As the obese mouse, male KKAY mice (10 week old) were

used. The mice were grouped by measuring the body weight, and

feeding of a CE-2 powdered feed (control) (n=7) and a 0.005%

35 compound A-mixed feed (n=7) was started. At 4 days from
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-di abetic conplication; 14) other agents nentioned above and a conbi nati on of
"two or 5 nore kinds thereof; Wen the agent of the present invention is
used in conbination with a conbination drug, the anbunts of these agents
can be decreased in a safe range in consideration of opposition effect of

"these agentg, Particul ar)| the. dase of 0. insulin r et agogues .such as
insulin pre%%?%{'ﬁl%h,aé%llf%dﬁf/lmerl q’lt fgaesntmeéaﬁsdmt eaﬂig-‘?lear?g'%bl?%ugﬁi gleagent S
can be decrpaggdwéight goiwes andlculeseed. Thesetheenotnel stdetedlt pcts7amhat

will be caused by these agents can be safely prevented. In addition, the

doses of tHBLGHeREEe roFedi and iaf ehmpissH s Ch¢ aevdershydre8 4§&nts and
anti - hypertgnss Ve, R0eid S Gah Mfle daGIeRSEE. oAStRe! 8aMEbt agd e Sifle SIdLCtS

that will be caused by these agents can be effectively prevented. The
present isnveasiadhse sexamingded in nore detail in 20 the foll owing by

referring to Expeg|meni ), fxaml ¢a. a0ds JEXAIR! 65 o uAlighqALe Dot 1O P,
construed as limtative. 17 the prescription showi as arrpfes, the
conponent s afabighis wel)s ndrhiefri ddrare t [Srualeinitve ithgresd eats aasdbe t hose
listed in the Japanese Pharmacopoei a, Japanese Pharnmaceutical 25 Codex or
Japanese P )rn%%g‘ﬂarﬁ%al Exci pients and the |ike. Experinental Exanple 1:

Effect of 2-ethoxphd Hddy wedght@dl BYdno-Gee%0o0ld2KAADXRIHAZHELCS57BL mice
3-yl) bi phenyl - 4-yl ) et ggle_) benzi m dazol e- 7- car boxylic acid 30 (congound A) on
body weiightWegs r-lof4 chdse b 28). ITds0 - FeBhodeAperkévebEseanButee hedy

body el ght St Facd o ar e Ok 5Bhaier ot 1 e LEberr oS (2 Bla's
0. 005% 35 cogrgeorewl. AThusedtheedKbhh=av)cenast dthars edhekAtof4 admy wefreoifoudB to
feeding, the body, el ght, Was TR Y AP0 08 PUInC od I of the xray
mice during the test period was 1.2 = 0.2 g and 0.1 = 0.4 g,
15 respectively, for the control group and the compound A-mixed
feed group (about 6.5 mg/kg/day), and the body weight gain was
significantly suppressed in the compound A-mixed feed group

(p<0.05) .

20 Experimental Example 2:
Effect of compound A on body weight gain induced by PPARY
agonist~like substance (pioglitazone)
1) Test method
As the obesity rats, male Wistar fatty rats (16 week old)
25 were used. The body weights were measured and the rats were
grouped, after which a suspension of a drug in 0.5%
methylcellulose solution was repeatedly and forcibly
administered orally once a day for 7 consecutive days. After
24 hr from the final administration, the body weight was
30 measured and the body weight gain was calculated. The results
are shown in mean * standard error. For the analysis of
significance, Student’s t-test was used.
2) Results
The amount of body weight gain of the control group was

35 24.4 £ 2.4 g, whereas that of the PPARyY agonist-like substance

46



. body weight gain was cal cul ated. As the normal control, C57BL mnmice were
used, and after feeding a CE-2 powdered feed for 4 days, whether the nale
KKAY m ce of the same age becanme obese s was al so exam ned. The results are
shown in nmean standard error. For the anal ysis of significance, St udent S
“t-test vvasued 2 esul ts_The hod hts f | d Y _m
C57BL m ce lnl rRi % %r g)nlaa/ . %d{,dlrroecggg%tl:&vel ?K% mg/gﬁég
wei ght of KﬁAe/ maeasvm; § aun. 8 cg,besr&ivgmg‘ |tnw1r;iry>p(eprs(1t@l);owglrelaﬁﬁbre?{bus
the KKAY mce of this week of \r/;grefo und to ? t he state of obesity.
The body weiBh?- G2l n di& ﬁﬁ‘%R/KYO eeYJHrLaY Tt ﬂ@lPeg ReibdHhas 1.2 0.2 g
and 0.1 0. i aeity el vep 150058k 9L ﬂee bescfa RYPd
ittt P AR e ne By vl i onP R dRe

A-m xed feed group out 6.

signifi caﬁntholep?ﬁ%s%@ﬁPQ‘%ﬂd H’e @orﬁﬂf dA—Ym Pe@- f)eé’ésgrléuﬁ i(§<é 95) 20
Experi nent al ffect f co bod ai d by
PPARy agon?%?mrln(i %rbls %rét(P corgﬁ azc?ng)A 0%} T&st Oﬁngfa g@ ?H gg‘g&’ty
rats, mal e ¥gehbstfhikey mﬁista(rﬂcﬁe vedelgle (&)dml?:ﬁS\tEaalosedroiﬁpe body wei ghts
were neasured and the rats were grouped, after which a suspension of a drug
in 0.5% nethylcellulose solution was repeatedly and forcibly adm nistered
orall y oncea,aa@yefpr dapgaﬂsgcuti ve days. After 24 hr fromthe final

adm ni stration, the body wei ght was 30 rreasured and the body wei ght gain was
cal cul at¥d. (%eC?WHQ%Aare shown in mean Staf¥ard error. For the analysis
of signifi ent's t-test was us 5 2) sults The anmount of body
wei ght gai n?%f Cj%le cslbé?]trol group was %}4 5@2 g, whereas that of the
PPARy agoni 63) |Nkersuysttaidd ne cellulose 70 mg

(4) Magnesium stearate 10 mg
1 capsule 200 mg
15 (1), (2), (3) and 1/2 of (4) are admixed and granulated.

Thereto is added the remaining (4), and the total amount is

sealed in a gelatin capsule.

Example 2: Tablet

20 (1) compound A 10 mg
(2) Lactose 55 mg
(3) Cornstarch 150 mg
(4) Microcrystalline cellulose 30 mg
(5) Magnesium stearate 5 mg
25 1 tablet 250 mg

(1), (2), (3), 2/3 of (4) and 1/2 of (5) are admixed and
granulated. Thereto are added the remaining (4) and (5), and

the mixture is compression formed to give tablets.

30 Example 3: Capsule

(1) compound A 5 mg
(2) Pioglitazone hydrochloride 30 mg
(3) Lactose 85 mg
(4) Microcrystalline cellulose 70 mg
35 (5) Magnesium stearate 10 mg
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.46 adm ni stration group (pioglitazone hydrochloride: 0.5 ny/kg/day, p.o.)
"was 30.8 1.8 g, show ng the propensity toward increase (p<O 05). The
anount of body weight gain of the rats admnistered with a PPARy

agoni st-1ike substance (0.5 ng/kg/day, s p.o.) and conpound A (1 ng/kg/day,
“p.0.) was 19.3 2. 5 g, show ng significant %ﬁcrease (p<0.05) as conpared to
t he PPARy ]agf(ﬂﬂsé“t 9 i ke substance single adfi’Ni st F%ion group. Exanple 1:
Capsul e 10 (1) cqrmourad)A 370 (47) ahdCi p3eof 15 Uard AdrM£ed st al | i ne
cellul ose 70 nesium stearate 10 ng 1 capsul e 200 15 (1), (2),
(3) and 1/ zrcﬁm{l@)tesﬂre %@ﬁ?ﬁ%@l hﬁda@qi%shuwfs& gcema ifHgret @)irs &lhet hotal
remai ni ng t tatsal. in a gelatin capsule. Exanple
2: Tabl et dﬁﬁ%ngosn%%&%%h lilogongetl?g Lac %‘ggeSS ng (3) Cornstarch 150 ngy
(4) Mcrocrystalline cellulose 30 ng (5) Magnesium stearate 5 ng 25 1

tabl et 250 ), A(2):,.(3), 2/3 of (4) and 1/2 of (5) are adm xed and
gr anul at ed.%ﬁ é'a%ré’b&&éed the remaining (4) and (5), and the mxture is
conpr essi on(1f)ordm@>oh@1dgiz\ve tablets. 30 Exarrplle 3: mgapsul e (1) conpound A 5

ng (2) Pi o&lltazone ydrochl ori de_30 (3). Lactose 85 ng (4)
M crocryst afd)i Fd ogdiitairese ?Gdﬁﬁcéﬁo(-’;‘:?ewagné@l unf§t earate 10 ngy
(3) Lactose 25 mg
10 (4) Cormnstarch 150 mg
(5) Microcrystalline cellulose 30 mg
(6) Magnesium stearate 5 mg
1 tablet 250 mg

(1), (2), (3), (4) 2/3 of (5) and 1/2 of (6) are admixed
15 and granulated. Thereto are added the remaining (5) and (6),

and the mixture is compression formed to give tablets.

Example 5: Capsule

(1) Candesartan cilexetil 5 mg
20 (2) Pioglitazone hydrochloride 30 mg
(3) Lactose 85 mg
(4) Microcrystalline cellulose 70 mg
(5) Magnesium stearate 10 mg
1 capsule 200 mg
25 (1), (2), (3), (4) and 1/2 of (5) are admixed and

granulated. Thereto is added the remaining (5), and the total

amount is sealed in a gelatin capsule.

Example 6: Tablet

30 (1) Candesartan cilexetil 10 mg
(2) Pioglitazone hydrochloride 30 mg
(3) Lactose 25 mg
(4) Cormnstarch 150 mg
(5) Microcrystalline cellulose 30 mg
35 (6) Magnesium stearate 5 mg

48



47 1 capsule 200 ng (1), (2), (3), (4) and 1/2 of (5) are adm xed and

granul ated. Thereto is added the remaining (5), and the total anount is
sealed in a gelatin capsule. 5 Exanple 4: Tablet (1) conpound A 10 ng (2)

Pi oglitazone hydrochloride 30 ng (3) Lactose 25 ng to (4) Cornstarch 150 ng
(5) Nlcrocr¥s abilne cellulose 30 ng (6) siumstearate 5 ng 1 tablet
250 mg (1), %‘ (4) 2/3 of (5) and 1/ 20t (6)°are admixed is and
granul at ed. There@g ar@nadd@d tha)revaiaEngsthnand/26¢f a0y dhe simixE® iS
conpression fornmed to give tabl ets s ule (1 Candesartan
cilexetil 5B 912%)‘“(125)“?5? ogITP?éfﬁﬁeaﬁﬁdgggﬁPoFlPﬂe %‘Gah’bln 3P LfdskPlss ny

(4) Mcrocrysd aind neiealddl 08 & offb il s ib?) rMraRaskdnystearabgedtd. My 1
capsule 200 ng 25 (1), (2), (3), (4) and 1/2 of (5) "are adm xed and

granul atéd. Thereto is added the remaining (5), and the total anount is
To ' (2) Progtitazone. hyar ocharr et Ao Fpegiddty Ay cs T oty et
Cornstarch 150 nghe( 2gedtcodcthst akksratcéhehbtsen3Shogs a superior
effect on the suppression of body weight gain.
For example, when a PPARy agonist-like substance
10 effective for the treatment of diabetes and other diseases and
the like is administered, the target disease is cured, but the
body weight of patients reportedly tends to increase. However,
the agent of the present invention can suppress such a body
weight gain in such patients.

15
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.35 (6) Magnesium stearate 5 ng 48 1 tablet 250 mg (1), (2), (3), (4) 2/3 of
"(5) and 1/2 of (6) are adm xed and granul ated. Thereto are added the

remai ning (5) and (6), and the mxture is conpression formed to give
tablets. 5 Industrial Applicability The agent of the present invention shows
“a superior effect on the suppression of wei ght gain. For exanple, when
a PPARy agonist-like substance so effective Tor the treatnent of diabetes
and ot her diseases and the like is admnistered, the target disease is

cured, but the ody weight of.patients reportedly tends to increase.
onever . the BgBREYof St AL FetBnia ik st Bt Y A ol B pe an
wei ght gai nahgisteRspat i endstaddn A9 G AR i ity ROyromru@hteheaiad fi i i t or
conprising a conmpound having an angiotensin Il antagonistic activity, a

pr odr ug t%eﬁééanheéersalt thereof. 2. The inhibitor according to claima1,
wherein the body weight gain occurs before reaching obesity. lo 3. The

i nhi bitor according to claim1, wherein the body weight gain is observed in
a patient w2t hTheesnhybitior Thecording ttoy loxior di nghter ediraitined bogye weiightthe

obesity is _associated mﬁ%h %&gbetes. 13 The inhibitor according to claim

4, further ggﬁﬁr?g?%ﬁsabe %ﬁﬁﬁﬁ%ﬁ-?l % Yibst ance in combination. 6. The

i nhi bitor according to claim1, wherein the body weight 20 gain is induced
by a PPAﬁy agoni st-1i ke, subst ance, . ) ) )
10 3. The inhibitor according to claim 1, wherein the body weight

gain is observed in a patient with obesity.

4, The inhibitor according to claim 3, wherein the obesity is
associated with diabetes.

15
5. The inhibitor according to claim 4, further comprising a

PPARYy agonist-like substance in combination.

6. The inhibitor according to claim 1, wherein the body weight

20 gain is induced by a PPARY agonist-like substance.

7. The inhibitor according to claim 6, which suppresses the
body weight gain induced by a PPARy agonist-like substance to
not more than about 80%.

25
8. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity is a non-

peptidic compound.

30 9. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity has an oxygen

atom in a molecule.

10. The inhibitor according to claim 1, wherein the compound

35 having an angiotensin II antagonistic activity has an ether
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. 7. The inhibitor according to claim®6, which suppresses the body wei ght
‘gain induced by a PPARy agonist-like substance to not nore than about 80%
25 8. The inhibitor according to claim1, wherein the conmpound having an
angiotensin |l antagonistic activity is a non- peptidic conpound. 30 9. The
i nhi bitor aggaadipgst O L& LyrMeT&l B WA LYRound  having an angi otensin
Il antagonistic activity hds an oxygen atomin a nolecule. 10. The

i nhi bitor according to claim1, wherein the conmpound 35 having an
angloten5|n I a ctiv h r d_or [

group in a rr%L)re‘gﬁﬁg Q&?ﬁg}ﬁ%eaaé }bé%/ (al“'z‘toccorgl't"hngL (X CI%(1rill f?l \mgg@og%?
conpound hnavﬂ@gamnzﬁnniﬁﬁﬁnyﬂhIﬂIzﬂﬁﬁnymmxﬂﬁum acttiiviitty is a eompound 5
represent ed the f () X R (CH) n/ \ RB (N (I) wherein R1
denotes & gF%%ﬁ QﬁrﬁQﬁWQ%ﬁ(ﬁiggr a group which can be converted
into the group mhlch can forn1an ani on, X denotes that the phenyl ene group
and the phenyl group are io bound direRyy or through a spacer having no

nore than 2 of atomchains, n denotes 1 or 2, aring A denotes a benzene
, R2 denotes a group which can

ring optionally furthex haV| substl
form an anion or a b&gﬁ R ed into the group which can
form an ani on, Hot es\z ydrocar--u

5 resi due which nmay be bound
via a hetero a n1an whi ch may have a substituent. 12. The inhibitor
according to clai m I\ wherein the conpound

/>_R (1)

wherein R' denotes a group which can form an anion or a group
which can be converted into the group which can form an anion,
X denotes that the phenylene group and the phenyl group are

10 bound directly or through a spacer having no more than 2 of
atom chains, n denotes 1 or 2, a ring A denotes a benzene ring
optionally further having a substituent, R? denotes a group
which can form an anion or a group which can be converted into
the group which can form an anion, and R® denotes a hydrocarbon

15 residue which may be bound via a hetero atom and which may have

a substituent.

12. The inhibitor according to claim 1, wherein the compound

having an angiotensin II antagonistic activity is 2-ethoxy-1-
20 [[2'—-(5-0x0—-2,5-dihydro-1,2,4-0oxadiazol-3~yl)biphenyl-4-

yllmethyl]-1H-benzimidazole-7-carboxylic acid.

13. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity, or a salt

25 thereof is Losartan, Losartan potassium, Eprosartan,
Candesartan cilexetil, Candesartan, Valsartan, Telmisartan,

Irbesartan, Olmesartan, Olmesartan medoxomil, or Tasosartan.
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havi ng an angiotensin Il antagonistic activity is 2-ethoxy-I- 20
[[2'-(5-0x0-2,5-di hydro-1, 2, 4- oxadi azol - 3-yl ) bi phenyl -4

ylJmet hyl ] -1 H benzi m dazol e- 7- carboxyl i c acid. 13. The inhibitor according
to claim1, wherein the conpound having an angiotensin Il antagonistic
activity, or,a salt_25 thereqf..is Losartan, Losartan _potassium Eprosartan,
Candesar t aniéi Iéx@?ﬁ?d Cf?iﬁ R4 ;t’éﬂyar‘i’,el?&tmg?&ﬁ af, @ f“faﬁ‘@g rtan,

A nesart an, wkl BB Sashpi $8sl xciiid i s tidr iRS QAlifdRct 1% thouAtnBEhadcehpound
inhibiting a body weight gain in _a manmal, ~which conprises adm nistering an
effective aP®dVHRI AN ARDGRITALR Haviafgagerds§ict 8FSLNLEY - aft ROAFTI ¢
activity, acprpdipg,therenf Ol el §8fnkhq .the mammal . 5 15. Use of a
conpound having an angiotensin Il antagonistic activity, a prodrug thereof
or a salts thereof for the production of a body weight gain inhibitor. 52

15. Use of a compound having an angiotensin II antagonistic
activity, a prodrug thereof or a salt thereof for the

production of a body weight gain inhibitor.
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